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CORPORATE DISCLOSURE PURSUANT TO RULE 26.1
Petitioners Na.ltur.aIResQurces Defense Council, _P'esticide.~Action Network
~North America, Pineros y Campesinos Unidos del Noroeste, Physicians for Social
Respoﬁsibility — San Francisco, Farrﬁ Labor Organizing*Comrﬁitt’ee, AFL-CIO,

_. and Migrant Cli_niciang Ne_tWQrk have no pﬁrent compénies, subsidiaries, or

- affiliates that have issued shares to the public in the United States or abroad.



~ JURISDICTION

1.' Rule 28(a)(4) Jurisdictional Statement. These consolidated
peti.tions for review challenge the Environmentél Protection Agency’s (“EPA’S”)
‘final Human Testing Rule, pubiished on February 6, 2006. 71 Fed. Reg. 6138
(Feb. 6, 2006). The Rul.e cites six statutory sources of authority: section 201 of
the Department of the Intériof, Environment, and Relatéd Agencies Appropriations
Act, 2006, Pub. L. No. 109—54, § 201, 119 Stat. 499; 532; sections 3(a) & 25(a) of
the Federai Insecticide, Fungicide, and Rddenticide Act, 7US.C. §§ 136a(a) &
136w(a); section 408(e)(1)(C) of the Federél Food, Drug, and Cosmétic Act, 21 |
U.S.C. § 346a(e)(1)(C); 5 U.S.C. § 301; and 42 U.S.C. § 300v-1(b). »The Courts
of Appéals have original subject matter jurisdictio‘n over petitions for review of the
Rule under 21 U.S.C. § 346a(h)(1). |

Petitioner Natural Résources Defense Council filed a petition for review on
February 23, 2006. P_eti“cioners Pesticide Action Network North America, Pineros
y Campesinos Unidos del Noroeste, and Physicians for Social Responsibility — San
Francisco filed a petition for review on February 24, 2006. Petitioners Farm Labor
| Organizin_g Committee, AFL-CIO, and Migrant Clinicians Network filed petitions
for reviéw on April 7; 2006. These petitions were timely ﬁléd, see21 US.C. §
346a(h)(,1), and,.consolidated n this Court pursuant to 28 U.S.C. §§ 21 12(a)(3) &

(5) and an order of the Judicial Panel on Multidistrict Litigation.



2. Article IiI Standing. Petiﬁoners have standing to challenge EPA’S

rule on behalf of themselves and their members, as more ﬁlly_ set forth n
Petitioners’ Response to EPA;s Motion to Dismiss (Aug. 3, 2006). EPA’s Human
Testing Rﬁle has led E?A unlawﬁxﬂy to rely on scientiﬁ_cally and ethically. flawed
human toxicity experimenfs to relax human health protections for pesticides.
Petitioners’ fmembers are farmworkers, farmers, medical prefessionals, and
consunaers of pesticide-contaminated foods, who are"exposed to these dangerous
pesticides on the job, in their horhes, and on their dinner tables. See D_ecls; of
Adam M Finkel, Sc.D.; Harjinder S. Gill; Beth Keh; ‘Karen' Mounfain; Stacey
Justus Nordgren;_Ramon Ramirez; Margaret Reeves, Ph.D.; Rhonda Roff; Gina
Solomon, M.D.. M;P.H.; Gina Trujille; and Baldemar Velasquez (all filed Aug. 3,
2000). Because EPA has and will rely on the Rule to raise pesticide exposure |

- limits for pesticides to which Petitioners’ ylmembers_are exposed, an order vacating
the Rule would redress Petitioners’ injuries.

- The increase in besticide exposures and uncertainty about such exposure that
Petitioners’ members face due to the Human Testing Rule are precisely the soﬁs of
harm that this Court has repeatedly recognized as satisfying IA‘rticle iII. See New -.

' York-Pub. Interest Research Group v. Whiﬂﬁan, 321 F.3d 316, 325 | (2d Cir. 2003);
Baur v. Venerﬁdn, 352 F.3d 625, 628, 633-34 (2d Cir. 2003); LaFleur v. Whitman,

300 F.3d 256, 270 (2d Cir. 2002); Friends of the Earth, Inc.v. Laidlaw Envtl.



Servs., 528 U.S. 167, 180-84 (2000); cf. Bennett v. Spear, 520_U.S. 154, 168-69 |
| (1997) (admonishing courts not to “wrongly equate[] injury fairly traceable to tﬁe
defendant with injury as to Which the defendant’s actions. are fhe Vefy last stép n
- the chain of causation™). Petitioners have standing both to represent their mémbers
who face increased pesticide exposure, see Hunt v. | Washington State Apple
Comm’n, 432 U.S. 333,\343 (1977), and to protect their own institutional intérests,
see Havens Realty Corp. v. Coleman, 45.5 U.S. 363, 379 (1982), in é?oiding thé
economi§ costs of responding to ,poiSoning incidents affecting their members, see,
e.g., Ramirez Dccl. 9992,7,9, 11, 12, 14; Vclasquéz Decl. ﬁ 8, 13; MOUntaiﬂ Dec}.
bkl 4-5,'8, 11-1:3.’ | | |
STATEMENT PURUSANT TO LOCAL RULE 28;2
This case ariseé on petiﬁon for review of a final rule of the U.S.

Environmental Protection'Agency. Administrator Stephen L. Johnson signed the

rule. It was published at 71 Fed. Reg. 6138 (Feb. 6, 2006).



ISSUES PRESENTED FOR REVIEW

Whether thé Human Testing Rule violates section 201 of the Departmentof
the Interior, Environment, and Related Agencies Aﬁpropriations Act, 2006
| (“Section >201”), Pub. L. No. 109——5‘4,‘§ 201,119 Stat. 499, 532, and section 10 of
the Administrative Proc_:edure .Act, 5U.S.C. § 706(2)(A), b};: ' |
- 1. vfailing té pfohibit all intentional humaﬁ dosiﬁg pesticide toxicity -
expeﬁmeﬁts dn pfegnant women and children;

2. failing to ensuré consistericy with the principles prOpoSed,by thé | -
National Academy of Sciencés, including the Académy’s‘ p‘roposals‘
that intentional hufnan dosing studies meet ﬁgbréus scientific -
standards, not pose risks to 'hu.man subjects absent  oVefriding ﬁealth or

" environmental benefits, and cémport with ethical standards prévailiﬁg "
Wheh the studies were ch'ductgd; and |
- 3. failing to ensure consistency with kt»he Nuremberg Code - as well as
section 12(a)(2)(P) of the Federal Insecticide, Fuﬁgicide, and
Rodenticide Act,7U.8.C. § 136j(a)(2)(P) — by, inter alia, allowing
experimentation on hunians who have riQt themselVes given free and
fully informed consent to the experifnentation and Withdut any ‘

showing of scientific necessity.



| ~ INTRODUCTION -
Petitioners challenge EPA’s Human Testing Rule. 71 Fed. Reg. 6138 (Feb.

0, 2006). This -Rule>auth'orizes and sets standards-bo‘th fqr the conduct of
experiments in which humans are intentionaliy dosed with pesticides to assess the |
chemicals’ toxicity and for EPA’s use of such studies to establish human health.
protections. In these eXperiménts, pesticide manufacturers have paid human
subjects to eﬁt or drink pesticides, to enter pesticide vapor “chamBers,” and to have
»pestbicildes sprayed info their eyes or fubbed onto their skin. A680-84, 692-93.! |
Pesticide manufacturers have sponsored these experiments to try tb develop
evidence to weaken public health protections and thereby increaée pfoduct sales.
See A126, .1-46‘, 155, 334, 440, 496, 671. Unfo_rtunately', the design of fnany of
these eXpeﬁmehts has rendered them not only ethically troubling, but statistically
.incapable of reliably detecting toxic effects thaf may occur. A60-62; EPA has
neverfhelesslrelied on such studies to ihcrease exposure limits for pesticides.
Aﬁer the Naﬁoﬁal Academy of Sciences (“NAS” or “Academy”) in 2004

issued a report critical of EPA’s existing practice with respect to such eXperiments,

! References are cited to the Appendix as “A[page number],” to the Special
Appendix as “SPA[page number],” and to documents in the Administrative Record
as “AR[EPA docket number].” :

2 See, e.g., Decl. of Gina Solomon, M.D., M.P.H. (Aug. 3, 2006) @ 11,21-22,
39-40 (submitted in support of Petitioners’ standmg) Decl. of Adam M. Finkel,
Sc.D (Aug. 3, 2006), 99 37-38 (submitted in support of Petitioners’ standing);

Decl. of Beth Koh (Aug. 3, 2006), Exs. H & J (submitted in support of Petitioners’
standing).



see,b e.g., A107, 189;90, Congrese imr)osed a moratorium on EPA’siuse of

‘ intehtional human dosing toxicity studies for pesticideS until EPA promulgated a
rule that met congressionally“ mandated scien‘riﬁo and ethical standards.
Specifically, section 201 of EPA’s ﬁseal- year 2006 appropriations act directed
EPA to promulgate a rule that “shall not permit the Iuse of pregnant women, infants

9, €&

or chlldren as subjects”; shall be consistent with the prm01p1es proposed in the
2004 report of the National Academy of Sciences”; and “shall be consistent with

. . the principles of the Nuremberg Code,” a statement of exper'irrlentai ethics
under which Nazi doctors Were prosecuted for crirrles against humanity following
 World War II. SPA1, A533-43.

EPA’s Human Testing Rule violates each of these statutory commands.
Contrary to Section 201’s .plainl language and legislarive history, EPA’s Rule bars
only a subset of intentional dosrng pesticide toxicity experiments on pregnant
women and children; ignores meny of the NationélAcademY’s proposed
pr1n01p1es and dev1ates Wlllfully from the Nuremberg Code’s most basic
prmc1p1es In short, EPA has read Sectlon 201 into oblivion. EPA may not S0

lighﬂy disregard Congress’ command. Because the Human Testing Rule violates

Section 201, it should now be eet aside.



STATEMEN T OF THE CASE
L EPA Regulatlon of Pest1c1des

Pest1c1des must be “reglstered” by EPA to be lawfully sold in this country.
See 7U.S.C. § 136a. The Federal Inse‘ctlclde, Fungicide, and Rodenticide Act
(“FIFRA”), 7 U.S.C. §§ 136 et seq., authorizes EPA to register a pesticide only if
the chemical will perform its intended function without causing any “unreasonable
- adverse effects. on the environment.” 7 U.S.C. § 136a(c)(5)(C). This is defined as
“any unfeasonable risk to man or the environment, taking into account the
economic, social, and environmental costs and benefits of the use of any
pesﬁcide.” 70S.C. §v.’136(bb). ‘ |

The Federal Food, Drug, and Cosmetic Act (“FFDCA”),. in turn, ggnerally
prohibits the sal_e‘ o}f food that contains pesticidé residue in excess of an EPA-
| determined “tolerance.” See 21: U.S.C. §§ 331(a), 342(a)(2)(B), 346(a)(1) & (2).
Section 408 of thé FFDCA, 21 lU.S..C_.V§ 346a, authorizes EPA to establish or le'a\}e .
in effect a tolerance for a pesﬁcide only if EPA determines that the tolerance is _
“safe.” 21 U.S.C. § 346a(b)(2)(A)().

In 1996, Congress substantially amended both FIFRA ;and the FFDCA to
: provide greater human health protections for pesticides. See Food Quality N
Prote'ctioﬁ Act of 1996 (“FQPA”), Pub. L. No. 104-170, 110 Staf. 1'489. (1996). 'As

amended by the FQPA, section 408 of the FFDCA bars EPA from finding that a



tolerance’is “safe” unless “there is a reasonable certainty that no harm will result |
from aggregate exposure to the pesticide chemical residue,” including “aﬁ
anticipated dietary exposures and all other exposures for which there is reliable '_
information.” 21 U.S.C. A§ 346a(b)(2)(A)(ii); accord21 U.S.C. § 346a(b)(2)(C)(ii).'
‘The FQPA directs EPA to reevaluate the safety of numerous older pesticides under
_ the new étandards by specified dates. See 21 U.S.C. § 346a(q); 7 U.S.C. § 136a- -
i(g).

EPA also regulates human exposure to pesticides under an array of other |
authorities. A147-49. For example, the Safe Drinking Water Act b(“S.DWA”), 42
U.S.C. § 300g ef seq., requires EPA t_o- establish allowable concentraﬁons of
contaminants, including pesticides, in drinking water. See 40 CFR.§ 141.6lv(c).

" EPA does this by setting “maximum contaminant level goals” (“MCLGs”), see 42‘
U.S.C. § 300g- 1,(b)(4)(A)) and “maximum contaminant levels” (‘-‘MCLS”), see 42
U.S. C §8§ 300g—1(b)(3)(C)(1) & (4)(B) both of which exp11c1t1y require -
consideration of nsks posed by the contaminants to human health, see, e.g., 42
U.S.C. § 300g-1(b)(1)(A)G)- Similarly, the Comprehensive Environmental
Respdnsé, Compensation, and Liability Act (“CERCLA”),42 U.S.C. § 9601 et
seq., restricts the release of hazardous substancbes‘, including numerous pesticides,
see 40 C.F.R. § 302.4, tb the environment.k S(‘ze,‘e. g., 4i US.C. § 9604, 9606, see

also United States v. Tropical Fruit, S.E;, 96 F. Supp. 2d 71, 84-91 (D.P.R. 2000).



EPA likewise regulates environmental exposure to pesticides under the Clean
Water Act, see, e.g., Headwaters, Inc. v. Talent Irrigation Dist., 243 F.3d 526,
531-32 (9th Cir. 2001),3 and the Resource Conservation and Recovery Act
("RCRA”), 42 U.S.C. § 6922-6924, which provides for comprehensive éontrols on
hazardous wastes, including waste pesticides, see 40 CF.R. § 261.33 (listing mahy
pesticides regulated under RCRA). | |
Each of these and similar statutes requires EPA to consider human health
 risks ﬁ‘qm toxic exposure. EPA normally conducts such human health risk
assessments by applying a traditional framework, A149-53,‘under which the
v Ageﬁcy: (1) reviews toxicological studies to idenﬁfy harmful effects that the
pesticide may have; (2) sets a “reference .dose,” or “RfD,” which is the dose EPA
considers “safe”; (3) estimates potential than exposure to the pesticide; and (4)
determines whether people will be exposed to unsafe levels of pesticide residue.
| A151—52. EPA generally determines the reference dose (step 2) by.calcula“cing a |
“no observed adverée effect level” (“NOAEL”) from toxicological studies on
animals. ‘A153. EPA then calculétes a margin 6f safety to account for scientific
unknowns by applying at least two “uncertainty factors.” Al 53'. First, because

- laboratory animals may have lesser sensitivities than humans, EPA typically

3 See also EPA, “2002 Section 303(d) List Fact Sheet for NEW YORK,”
available at http://oaspub.epa.gov/tmdl/waters_list.impairments?state=NY&p_imp
1d=3 (visited May 10, 2006) (listing dozens of New York waterways as “impaired”
by pesticide pollution under the Clean Water Act).

10



reduces the animal NOAEL by aﬁ intérs_pecie’s un(;ertainty. factor of ten. Al 53,
269. Second, because individuals within the human population have a wide range
~of chemical sensitivities, EPA divideé the NOAEL by ﬁ second, z'ntraspécies
uncertéinty factor, traditionally also ten. - Id EPA’S use of both uncertainty factors
has bg:en approved by the Naﬁonal Academy of Sciences. A149-150.
In 199’3, the National Academy of Sciences recommended that EPA adopt -
yet a third uncerfaiﬁfty factor to account for the specialyvulnerabilities of fetuses
~and young children, including a concefn that “the developing organ systems in-
infants and ‘children (e.g., ﬁervous, -endocﬁne, immune) might be particularly
susceptible to‘pesticides.” Al154. In thé FQPA, Cbngress responded to the -
Nationél Aéademyfs recomrﬁendation by directing EPA presumptively to use “an
additional tenfold margin of safety for the pesticide chemical residue and other
sources of exposure . . . for infants and ‘children.” 21 US.C. § 346a(b)(2)(C).
Congress required this additional presumptive Iincertainty factor to account for
childrén’s relatively greater exposure to pesticidés; children’sl heightened
_vulnerability to pesticides; and the laék of complete data about both childhood
exposuré and éhildhood vulnerability. Id.; $ee also A154. EPA is supposed to use
- the resultiﬁg ‘;reference dose” to set pesticide tolerarices for fobds and, “taking in.t'o

account the economic, social, and environmental costs and benefits of the use of o

11



any pesticide,” 7 U.S.C. § 136(bb), to make pesticide_reregistration de_cisions as
well. | |
II. FaCtual Background‘ |
| A. Intentional Dosing Toxicity Studies on Humans
The EPA rulemaking at issue in this litigation, as well as the legislation that
mandated that rulemaking, fook place lagainst an historical backdrop 'of
experiments in which some researchers have dosed human beings with toxic
chemicals and disease agenté to dete@ine the subjec;ts’ susceptibility.* A126,
170-72. Perhaps the most notorious human toxicity experiments were canductéd
by Nazi doctors during Warld War II. A536-40 (United Stdtas V. Kaﬂ Brandt,
quoted in The Nazi Doctors & ihe Nuremberg Code: Human Rigkts in Human
Experimentation 94, 97-101 '(George J. Annas & Michael A. Grodin eds., 1992)
(“The Nazi Doctors™)); A558 (Michael A. Grodin; Historical Origins of the
Nuremberg Code (“Historical Ofigins”), in The Nazi Doctors, at 132). The Nazi
doctars were uitimately charged with war crimes and crimes against humanity for,
among other things, iﬁtentidhally infeéting prisoners with malaria to test the
relative efﬁcacy of drugs and secretly dosing inmates’ food with poisoné t-o

investigate those chemicals’ effects. 'A536-39. These experiments — and the Nazi

* * Intentional human tests are experiments in which humans are exposed to
chemicals to which they would not otherwise be exposed, as opposed to
observational or epidemiological studies, in which data is collected on human

exposures that would occur anyway. SPA35 (definitions). '
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doctors’ subsequent prose.cution for war crimes and crimes against humanity —
ultimately led to the promulgation. of the Nuremberg Code, a bedrOck declaration ; |
of ethical principles for experiments on hurnans, discussed .infra, at 15, 49-5 8’.

Toxicity experirnents on hurnans have surfaced n the' United States, as well.
A4l 8-19. AIn 1964, American nevyspapers reported on a study funded by the
~ National Institute of Health in wh1ch inves_tigators injected cancerous cells into
elderly patients at a hospital in Nevy York. Al71. kIn 1966, a study was reported in
which children admitted to New York’s Willowbrook State School for the § |
Retarded were injected with a strain of hepatitis. Id. Then, in 1972, the New York
Times uncovered the Tuskegee Syphilis Study, a long-running inyesti‘gation . |
sponsored by the federal government’s Public Health Service in Which researchers :
tried to trace the progress of syphilis by Withholding medicines from poor African— |
Arnerican men. All 72. o |

More recently, pesticide manufacturers have submitted to EPA dozens of
intenticnal human dosing toxicity studies invblving pesticides. SPA7, A156. As
explained iin the National Academy of Sciences’ exhaustive 2004 report on this
issue: | | |

[S]oon after enactment of the FQPA, companies began submitting to EPA

studies in humans that were intended to demonstrate that for certain

chemicals the 10-fold interspecies uncertainty factor could be reduced or

eliminated. If the studies and the reasoning behind them were accepted by
EPA, they could have the effect of at least partially offsetting the FQPA’s
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new safety factor for children . . . and increasing the likelihood that existing
tolerances, and thus markets, for the pesticides would be maintained.

A156‘; see also SPA27 (71 F edv.‘ Reg; 6161 (“Much third—pafty research is
conducted by private, for profit organizations in_thé hope that the results will lead
- to financial benefits, often tlirough changes in government r‘egulaﬁon.”)). .

The National Ac&idemy found that .some of these studies *‘involve[d] doées
canable of eliciting a biologicalieffect that is . . . potentially adverse in its own
~ right” A155. in a 1992 Study, for exémple, three dozen human subjects Weie
given the pesticide aldicarb — a suspected endocrine, reproductive, and |
neurological toxin that fh_e European Union lias banned — with oiange juice at
breakfast. | A681. The subjects vi/ere given doses sufficient o cause a .seventy
peiCent drop in their level of cholinesterase, a substance that naturally regulvates‘
nervous system function, even though a twenty percent ‘dr(b>p ieprésents “aclear .
ioxicologicai 'effeqt” and il, fifty percent drop' may reciuiré treatment with- an
antidote. A681-82. Similarly, in a 1976 study, cnrbofuran was given to humans in
an attempt to establish “thé minimum dose necéssaiy to induce toxic effects (e.g.
‘headache, nausea, and'VOMting) 1n normal male. Volnnteers.”_ Id. (internal
quotatibn marks omitted). As recently as 1998, researchers working for Bayer
Corporaition adrninisteréd the pesticide azinphos-methyl to humans at a level twice

that at which no adverse effects might be expected based on earlier studies. A682.

14



Many of these studies have suffered from scientific, as well as ethical, .
weaknesses. For example, these experiments often are conducted on such a narrow
sample group that the tests are statisticall}yvincapable of reliably detecting adverse

effects that would occur across a larger population. As EPA’s science advisors

.explained in a 2001 report, with the small sample in many of these studies:

- It is as if there were 4 black balls representing a toxic effect and 96 white
balls representing no toxic effect placed in a jar. Asserting that no toxicity

‘was seen in a study of 50 [human] subjects is no different that [sic] reaching

into the jar, pulling out a white ball, and stating that only white balls were in

the jar. ' ' ’
A60-61.

B.  The Development of Standards for Hi;man Research -

The first internationally recognized principles governing human
experimentation were articulated as part of the final judgment in the military trial
of Nazi doctors at Nuremberg, Germany, after World War II. A380,' 536-43, 547- |
558, 566, 1275. The ten principles now known as the “Nuremberg Code”
establish, among other things; that “[t]he voluntary consent of the human subject is
absolutely essential’;; that human experiments may be conducted only if the study
will provide results that are both “necessary” and “unprocurable by other methods
or means”; and that human experiments must be “so designed and based on the

results of animal experimentaﬁon ... that the anticipated results will justify the

~ performance of the experiment.” A541-42.
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‘Two deéades é‘ftgr ‘the Nuremberg trials, medical ethicist Henry K. Beeéher
| pubiished a sweeping indictment of experiments on humans conducfed in this
}country. Al71. Dr.'Beecher’s investigaﬁon, as well as subséquent re%felations
about the Tuskegee Syphilis Study and similar research, ultimately sparked a long
line of regulatory agencies, governmental commissions, and professional societies
to develop their own human experimentation codes. In- 1964, the World Medical
Association (“WMA”)F issued its “Declaration .of Helsinki,” which sets forth thirty-
two “principles” for medical research involving human subjects. A1283. Iﬁ 1974,
the Departrnent of Health, Education and Welfare issued a rule,.regulating
fedé;ally sponsofed research.on humans, which vultimately evolved into what is
now known as the “Common Rule.” A172-73. In 1979, the National Commi-séion
for Protection of Human Subjects of Biomedical émd Behavioral -Reséarch issueci a
dbcument known as the “Belmont Réport” that identified as “basic etﬁical -
principles” the concepts of “respéct for persons,” “beneficence,” and “justic;e.”
A1289. In 1981, a separate Presidential Commission ﬁroposed that all federal
agencies addpt the “Common Rule.” A173.

EPA vadopted subpart A of the “Common Rule” in 1991. A176; SPA‘12-.
This Subpart requires both “informed consent” and prior appfoval by an.
Institu‘tional Review Board (“IRB”) of any human research conducted ;)r funded by

EPA. See 40 C.F.R. §§ 26.109, 26.111, 26.116; see generdl_ly SPAIO-ll (EPA’s
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summary of Common Rule requifements). »EPA has never adopted thé Common
Rule’s Subparts B, C, or D, which providé addiﬁonal protectioh_s_for fetuses and -
pregnant women; prisoners; and children. A176, 234; compare 45 C.FR. part 46
(HHS Common Rule) with 40 C.F.R. §§ 26.101-26.124 (EPA codification of
Subpart A of HHS rule). Prior to adoption of the Human Testing Rule ‘at issue
here, EPA also lacked ahy rules governing the third—pérty human dosing research

that EPA uses under its various regulatory programs.

C.  The National Academy of Sciences’ 2004 Report and Congress’
Enactment of Section 201 '

In December 2001, reacting to rising tigle of public controversy over human
toxici_ty studies, A74, EPA asked the National Academy of fSciences to “prdvide |
recomhqehdations to the Agency to help address the séientiﬁc and ethical Question.s
related to . . . research vinvblving deliberate .exposure of human subjects to tdxicants
when used to identifykor quantify toxic endpoints.” > A68. The National Acédemy :
published its 208-page report, Intentional Human Doszng Studies for EPA |
Regulatory Purposes Sczentzf c and Ethzcal Issues (the “NAS Report” or

“Report”), in 2004. A107.

" °EPA simultaneously announced a temporary moratorium on its use of human
tests submitted by third parties. A127. That moratorium was ultimately vacated,
for violations of Administrative Procedure Act notice-and-comment requirement,
by the District of Columbia Circuit. See CropLife Am. v. EPA, 329 F.3d 876, 880-
81 (D.C. Cir. 2003).

17



The Academy’s Report set out to address “the vexing question of whether
and, if so, under what circumstances EPA should accept and consider intention‘él
‘human dosing studies conducte.d.by companies or other sources outside the agehcy
.. . to gather evidence relating to the risks of a chemical . . ..” "A124. After an
extensive review, the Academy conciuded that the standards of existing statements
of etﬁical principles were both too “generall”l and also too “unclear, indeterminate,
inconSistent,‘ and even contradictory” tb ensure that intentional human dosing
experiments for EPA regulatory purposes would be ethical and écientiﬁCally valid.
A235. The Academy also concluded that, té ensure such experiments Wefe
conducted and used in a jscientiﬁcally valid manner, EPA must “introduce much
greater scientific care ahd rigor into its process.” A189.

At the conciusion of its investigatioﬁ, the Academy set out seventeen
specific prdp‘osed principles fo_t reform, which thé Report enumerates as
“Recommendations.” For example, thé Academy proposed that human toxicity
studies be conducted and used for EPArregulatory purposes only if: the s‘u;dy is
“needed and écientifically appfoprjate,” as further defined 1n the Report

‘(Recommendation 3-1); fér a study designed to relax publié health protections by
reducing the interspecies uncertainty factor, the experiment presents “a reasonable

certainty of no harm to study participants” (Recommendation 4-1); and the study
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satkisﬁesv the highest. ethical staﬁdards by, among other things, ensuring “free and
- informéd éonsent of participants” (Recommendation 5-1). A129-43.

Not long after the National Academy completed its investigation, EPA
announced th-at it would “generally accept” third-party human studies thaf the
Agency deemed écienﬁﬁcally valid “unless there 1s clear evidence that the‘(_:onduct_ :
of these stﬁdies was fundamentally unethical ...Or was éigniﬁcantly deficient |
relative to the ethicﬁl standards prevailing at the time fhe study was conducted.”
A337. EPA alsé ~annouhcéd that it planned “to publish a proposed rule to make the
provisions of the Commoﬁ Rule applicable to certain newly conducted third-party -
human studies.” Id. EPA stated it would “consider” the Academy’s Report, but -
made no commitment to follow the Réport’s seventeen Recommendations. Id:

Seve}al monfhs later, the Housé of Representétives took up EPA’s fiscal
year appropﬁation bill. During the floor débates, Representatives Solis and Bishop
introduced an amendment designed to bar EPA fronﬁ using appropriated funds to
rely on “third party intenﬁonal kdosi»ng human studies for pestici-des.”‘b 151 Cong.
.Re_<‘:. H3670-H3671 (May 19, 2005). Rep. Solis explaihed that, although EPA’SF v
own Adfninistrato_r had testified that EPA had “more than sufficient” data “to
protecf the health of the public, withouf humap studies,"’ EPA had_ﬁévertheless
.“chosen to go }égainAst the recommendations of the National‘Academy Qf Sciences”

and to accept many “outside studies which . . . fail to'meet minimum international
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standards established in the Nuremberg Code and in the Helsinki Declaration of
the World Medical Associatibn_.” 151 Cong. Rec. H3671. The Bishop-Solis
amendmént passéd the House of Representatives on a voice vote without
oppositioﬂ. Id. The following month, before this .legislation reached the Senate,
. staff té Senator Boxer and Representative Waxman issued a detai'led report on
Human Pésticide Experiments that criticized EPA for “not follow[ing] the
recommendations put forward by the National Academy of Sciénces.” A674.
_Despite these indicia of congressionél concern, EPA éontinuéd work bn its
own human testing proposal. In June 2005, 2 “Final ,Agency Review Draft” of an
'EPA human testing rule was made avai_lable to Members of Cpngress. -A576. The
draft rule would have exténded the pfovisions of Common Rule Subparf A, already
~applicable to EPA’s own fesea.fch, to certain third—party research. A588, 590. The
draft rule Would not; however, have adopted many of the Recommendations of the
National Academy of Sciences’ 2004 Report. Compare A622-35 (draft rule) with
A129-43 (NAS Recommendations). For example, the draft rule wbuld not have
proﬁded criteria or guidelines for determining whether an experiment included
“representative study populations” or had “adeqﬁate statistical power.”m A204
(NAS Recorﬁmendation 3-1). The draft rule also Would\nét have pfohibited all a
third-party intentional dosing toXicity studies for pesticides én pregnant women

and children, but would instead have restricted such experiments only if the
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research had been conducted with an intention to submif tﬁe results to EPA under
FIFRA or FFDCA § 408. A588, 599—600, 60_3-05, 622, 625-28, 628-629. :

v Lafer that month, the S_enate began debate on EPA’s_ﬁscal year 2006 |
appropriations bill. Both Senator Boxer and Senator Burns proposed amendments
related to human testing. Senator Boxér_’s émendrﬁent, like that passed by the
House, would have restricted all “third-party intentional-dosing human studies‘ for
pesticides.’5 151 Cong. Rec. S7553 (June 29,‘ 2005). Senator Burns’ amendment,

- presented as an alternative to Senator Boxer’s, 151 Cong. Rec. _35556-57 (June 29,

2005), Would rmore nafrowly have applied'only to “third-party intentional human

| . dosing studies . . . currently submitted to the Agency uﬁder FIFRA.” 151 C'ong.
Rec. S7}5'52 (J'une 29, 2005) (emphasis added). Both‘ém'end‘ments passed, although
Senator Boxer’s amendment commanded a wider margin. 151 Cong. Rec. 87560—

61 (June 29, 2005). |

The EPA appropriations bill then went to a House-Senate Conference. The

Conference Repért rejécted the narrower scope of Senator Burns’ amendment and
instead impbsed a funding moratorium on EPA’s use ~of any “third-party
intentional dosing humén toxicity studies for pesticides.” A638. The Conference
Repoﬁ also required EPA to issue a rule to regulate both researchefs’ condugt and

EPA’s use 6f such studies. As finally enacted, the statute states, in full:

Sec. 201. None of the finds made available by this Act may be used
by the Administrator of the Environmental Protection Agency to accept,
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consider, or rely on third-party intentional dosing human toxicity studies for
pesticides, or to conduct intentional dosing human toxicity studies for
‘pesticides until the Administrator issues a final rulemaking on this subject.
The Administrator shall allow for a period of not less than 90 days for public
comment on the Agency’s proposed rule before issuing a final rule. Such
rule shall not permit the use of pregnant women, infants or children as
subjects; shall be consistent with the principles proposed in the 2004 report
of the National Academy of Sciences on intentional human dosing and the

~ principles of the Nuremberg Code with respect to human experimentation;
and shall establish an independent Human Subjects Review Board. The
final rule shall be issued no later than 180-days after enactment of this Act.

SPA1. On August 2, 2005, Preéident' Bush signed Section 201 into law. A492.
‘D.  EPA’s Human Testing Rule | |

EPA published its final Human Testing Rule on February 6, 2006. SPA3, 7:
A104, 335,571, 722. The rule adopts most of the general concepts of the final
agency review draft that had preceded enactment of Sectlon 201. SPAS- 10. Thus
the final Rule restricts third-party pesticide toxicity expenmentatlon on pregnant
Womén and children only if the researcher or study spénsbr ‘finténds” to subﬁﬁt the
results to EPA for consideration under FIFRA or FFDCA § 408.° SPA1S6, 40. The
- final Rule also extends _Common Rule Subpart A protections to pesticide-industry
 toxicity studies on people, SPA12-13, 36-40, and provides for prior review of

study protocols by a Human Studies Review Board, SPA 24, 42. The final Rule

A

§ Subparts K and L of the Rule apply when the researcher “intended” either to
“submit” the results to EPA for consideration under FIFRA or FFDCA § 408, or to
“hold” the results for EPA’s “later inspection” under these statutes. SPA36 (§
26.1201), 40 (§ 26.1201). For brevity, we describe these parts as applying to
research intended to be “subrmtted” to EPA for consideration under FIFRA and
FFDCA § 408.
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does not, however, ban all intentional human dosing tbxicity studies for pesticides

-on ﬁregnant women and children; does not adopt many of thc National Académy’s

Recommendations, and does not incorporate.(')r fo’lipw the standards of the |

Nuremberg Codé. In shqrt, EPA unlaw.fully. ignored Section 201°s commands.
SUMMARY OF ARGUMENT

In August 20_05‘, after a draft of EPA’s ‘human.testing rule became public,
Congress imposed a funding moratorium on EPA’s use or consideraﬁon of human
toxicity tests for pesticides until EPA‘promul’gat_ed arule that: (1) “shail not permit
the use of pregnant women, in.fant.s and children as subjects” in intentional dosing
human toxicity studies for pesticides; (2) “shall be consistent with the principles
proposed in the 2004 report of the National Academy of Sciences on intenti(i)nal,
human dosing”; and (3) “sha11. be consistent With . . . the principles of the
Nuremberg Code with Tespect to human exp‘erin.ﬁentatior‘l.” SPA1. The Human
Testing Rule violates eaéh of these requirements.

First, the Hu_maﬁ Testing Rule does not bar ‘.‘ﬁse' of pregnanf women, infants,
and éhildren as subjects” in all intentional human dosin'g pesticide toxicity -
eXperiments, as required by Section 201. Instead, the Rule‘bars'; only those studies

| that a tﬁird—party researcher or study sponsor intends to submit to EPA for use
under either of two statutes, FIFRA or FEDCA § 408. SPA 40 (40 CFR.§

26. 1201). The Rule thus does not restrict pesticide toxicity experimentation on
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pregnant women and children if the researcher intends to pilblish the results in a
journal, intends to siibmit the results to a state regulatory agency or foreign
authority, or even -intehds fo submit the results to EPA for use under some statute
ethe'r than FIFRA and FFDCA § 408. The Human Tesiing Rule also allows EPA
to rely on such an experiment foi-any purpose other then n an action underi FIFRA
.or FFDCA § 408. SPA42 (40 C.F.R. §§ 26.1701, 26.1703). Section 201 does not
countenance such exceptions. |

- Second, the Human Testing Rule contravenes Section 201°s requirement of
" consistency with the principles proposed by the National Academy’s 2004 Report.
SPA1. The Acaderily’s proposals are clearly set forth in seventeen, enilmerated' :
Recommendations. These Recoinmendations propose, for example, that EPA
promulgate criteria to determine the scientific validi'tyv of }iumanl iiosing research;
that EPA bar experiments conducted for the purpose of justifying relaxed
regulatory protections if those experimentsplace_human subjects at risk; and that
EPA not use previously conducted pesticide studies if those studies violated the
. ethical norms that prevailed when the studies were conducted. EPA’s Rule either
entirely ignores or expressly departs from each of these principles.

Third, the Human Testing Rule violates Section 201’s requirement of

censistency with the Nuremberg Code‘. The Code’s first and most fundamerital

principle is that no experiment may be conducted on a human being unless that
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human being has the “legal capacity to give consent” and has given that consent
“without the intervention of any belement of force . . . or other ulteﬁor fonn of
constraint or coercion.” A529. This Nuremberg Code reqﬁiremeht is echoed in
FIFRA § 12(a)2)(P), 7 US.C. § 136j(a)(2)(P), which also requires fhe consent of
“such human being” on whdm fhe experimentation occurs. EPA’s Rule violates
these statutory requirements by adopting the fér more lenient, pre-existing
Comrhon Rule consent standard. A1277. The Human Testing Rule also violates
other aspects of the Nuremberg Code, as well as parallel principles of thé National
Academy’s Repoﬁ, inchiding the principles that human e,xpe'riment's‘ should not be
conducted unless necessary and based on prior research. |
. STANDARD OF REVIEW
- Judicial review of EPA’s final human testing rule is governéd by the
standards articulated in sectioﬁ 10 of the Administrati\}e Procedure Act (“APA”), 5
US.C. § 706(2)(A), which _profzides that a reviewing court f‘shail hold unlawful
aﬁd set aside” égency gction thaf 1S “érbitrary, capﬁcious, ...or otherwisc not in
accordance with law.” See New York Pub. Interest Résearbh Grodp v. Johnson, |
427 F.3d 172, 179 (2d Cir. 2005) (holding that, where the underlying statute
provides no standard of review, agency action is reviewed under APA standards).
The present case turns 1afge1y on thé latter part of this standard — whether EPA’s

rule is “not in accordance with law,” 5 U.S.C. § 706(2) — and in particular, on the
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meaning of Section 201 of EPA’s fiscal yéér 2006 appropriations act, SPAl., and
section 12(a)(2)(P) of FIFRA, 7 U.S.C. § 136j(a)(2)(P). EPA’s construction of
these statutes is reviewed under the farr_‘iiliar framework of Chevron US.A., Inc. v.
Natural Resources Defense COitncil, 467 U.S. 837 (1984), and pfogeny.

Uﬁde_r Chevron, “[t]he judiciary is the final authority on issues of statutory
construction.” 467 U.S. at 843 n.9; see also 5 U.S.C. § 706 (“[T]he reviewing |
court [that] shall deéide all relevant questions of law....”). Thué, under Chevron’s
“step one,” thié Court should first “employ[] traditional tools of statutory
construction” and “reject administrative constructions which are contrary té, clear
congressional int’eﬁt.” Chevron, 467 U.S. at 843 n.9. If Congress has “explicitly
left a gap for the [implementing] agency to fill,” then under Chevron’s “step two,”
an agency’s reasonable constriction of the statute through formal rulerriaking may .
be‘ “given‘controlling weight unless arbitrary, capric.ious,i or manifestly contrary to
thé statute.” Id. at .843-44. Hdwever, deference to an agency coﬁstTuCtion “is
called for only when the devices of judicial construction have been tried and found

to yield no clear sense of congressional intent.” General Dynamics Land Sys., Inc,

v. Cline, 540 U.S. 581, 600 (2004); accord Protection & Advocacy fof Persons
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With Disabilities v. Mental Health & Addiction Servs., 448 F.3d 119, 128 (2nd Cir.
2006).”

- ARGUMENT

I. The Rule Unlawfully Allows 1ntentional Pesticide Toxicity Experiments
on Pregnant Women, Infants, and Children, in Violation of Section 201

- History teaches that toxicity exberiments on pregnant women, infants, and
children bften raise serious ethical concemé. In one study, sixteen families in
Tucson, Arizona, were exposed in their home to the pesticidé dichlorovos (DDVP)
~ over a six month period; arhong those exposed'v&ete 35 children, some as y-oung'as
2 years old. A693. In another study, pregn-anti women and infants in a mafe'rnity
Ward, as well- as sick children and men with liver disease, were exposed, feportedly ’
without their knmévléd'ge, fo the same pesticide; many exhibited adverse symptofns.
A429. Of course,‘chilvdrben, infants, and the unborn cannot consent t6 such
expeﬁmcntation, and rhay be at higher risk duﬁng their development. A154.

. Through Secti-vonIZOl, Congress sdught to énd such stud_ies. Congress

directed EPA to “not permit the use of pregnant women, infants, or children as

~ "The APA’s “arbitrary and capricious” standard applies to issues other than
statutory interpretation. See Forest Watch v. United States Forest Serv.,410 F.3d
115, 118-19.(2d Cir. 2005). Under this standard, a court must ensure that the
agency “examine[d] the relevant data and articulate[d] a satisfactory explanation
for its action,” including “a rational connection between the facts found and the
choice made.” Motor Vehicle Mfrs. Ass’nv. State Farm Mutual Auto. Ins. Co., 463
- U.S. 29, 43 (1983) (internal quotation marks and citation omitted). The issuesin
~ this case are principally matters of statutory construction to which this “arbitrary
and capricious” standard is inapposite. : -
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- subjects” in “intentional dosing human foxicity stuciieé for pesticides.” SPAL.

This categorical requirement includes no exceptionsi
EPA, however, ;:hose to restrict chemical industry toxicity experimehts on

pregnant women and children only where the researcher “intended” to submit the
research to EPA, and then only if subﬁlitted under one of two statﬁtes, FIFRA of |
FFDCAv§ 408. SPA40. Researcil not covered .by this intent requirement is not

| Barred. Thus, the Hunian Testing Rule permits experiments on pregnént women,
infants, or children to continue if the researcher inténds to publish the reseafch,8 to
submit the researchlto a state agency or other a1’1thority',9 or'fo submit the |
experiment to EPA for the Agencyss consideration under some law other than
'FIFRA or FFDCA § 408, such as the Safe Drinking Water Act, the Clean Water

Act, or the hazardous waste laws. See supra, at 9-10; SPA12-13, 16, 36-40. The

- ® Petitioners have moved to complete the administrative record with notes of an
EPA meeting on the Human Testing Rule that appear to show that EPA was aware
that a pesticide company may have “laundered” human experiments through a
- foreign university. See Wall Decl. (Sept. 28, 2006), Ex. D at 4 (“intent-Monsanto

launders study thru Univ Bangalore™). This document, which is properly part of
~ the administrative record because it reflects evidence before the Agency during the
rulemaking, suggests that EPA was aware that the Human Testing Rule’s “intent”
requirement could create a loophole to Section 201°s ban on toxicity testing on
pregnant women, infants, or children. :

? State regulatory agencies conduct separate risk assessments of pesticides. See,

e.g., AR EPA-HQ-2003-0132-0163 (California Department of Pesticide |
- Regulation risk characterization document for azinphos-methyl) (available at
www.regulations.gov); see generally 7 U.S.C. § 136v (preserving certain state
authority over pesticide regulation).
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- Rule etlso allows EPA to. rely on toxicity experiments on pregnant WOmen, infants,
ot children for any action not taken under F IFRA or FFDCA § 408."° SPA42.

These limitations cannot be reconciled with Section 201. Congress directedv
that EPA “shall not permit” the “use of pregnant ‘Women,binfants and children as .
subjects” in “intentional dosing human toxicity studies for pesticides” — at ali.
SPA1. Section 201’s language is neither qualiﬁed nor precatory. It does not
distinguish experiments contiucted under FIFRA from those conducted under the
| Safe Drinking Water Act, or studies conducted for EPA as opposed to studies
conducted for publication.

In Angust 2005, EPA c1uiet1y met in the President’s Office of Management
‘and Budget with representatives of the pesticide industry to discuss the human
testing rtllema_king. According to handwritten notes of the meeting, anofﬁcial
from the pesticide trade association told EPA “never say never” to testing on
- “kids.” A402 (emphaSIS in original). EPA seems to have followed the pesticide
industry’s advice. That advise was, however contrary to. Sectlon 201..

EPA’s present explanation for why it did not impose such a ban rests on a

perplexing theory that the statutory phrase “studies for pesticides” really means

" EPA’s rule not only fails to prohibit intentional dosing of pregnant women
and children with pesticides in non-“covered” toxicity studies, the rule fails even to-
~_ apply to third-party research the special protections for pregnant women, infants,

" and children that HHS adopted in Subparts B and D of the Common Rule see 45
C.F.R. §§ 46.201-.207, 46.401-.409.
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“stﬁdieé that are intended for consideration by EPA under [FIFRA and FFDCA §
408].” SPA29-30. “Studies fof pésticides” has no such meahing. In ordinary
usage, see Eng’inke Mfrs. Ass’nv. Sdﬁth Coast Air Quality Managemen‘t Dis?i, 541
U.S. 246, 252 (2004), “studies for pesticides” means “studies with regard or
respect to pesticides.” See Random House Unabriﬁged Dictionary 747 (2d ed. |
1993) (defining “for”). Wheﬁ the Conferees fejected Senator Burns’ amendmeflt, :
they c‘onsciously .decided not to limit Section 201 to studies Submitted under
FIFRAf Sée supra, at 21 R

In short, EPA’s constructioﬁ ignores Justice Frankfurter’s fhree -princ‘:ipleslof |
sfatutory interpretation: “‘( 1) Réad the statute; (2) read thé statute; (3) read the
statute.”” See Wickwire Gavin v. United States Postal Service, _356 F.3d 588, 594
(4th Cir. 2004) (citation omitted). Because the Human Testing Rule violates ~ -

Congress’ clear command, it should now be set aside. See United States v. Ron

! The Senate debates suggest that a principal goal of Senator Boxer’s
amendment (which, similarly to Section 201, covered all “third-party intentional
human dosing studies for pesticides”) was to prevent EPA from finalizing the
narrower approach of its draft rule that allowed some continued experimentation
- on pregnant women and children. See, e.g., 151 Cong. Rec. S7559 (June 29, 2005)
(Sen. Boxer statement criticizing Burns’ amendment for “support{ing] an EPA
" regulation that says there will be a limited number of scientific studies involving
pregnant women, fetuses, newborn babies of uncertain viability or nonviable
newborns”); id at S7560 (similar); id at S7556 (Sen. Clinton statement that “EPA
should not be using these flawed studies in any way™) (emphasis added).
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Pair Enters Inc., 489 U.S. 235, 241 (1989); United States v. Rutherford, 442 U.S..

544, 555 (1979) Linea Area Nacional de Chzle 65 F.3d at 1040."

II.  The Rule Unlawfully Departs from the National Academy’s Proposed
Scientific and Ethical Principles, in Violation of Section 201

A.  The Rule Is Inconsistent with the Natlonal Academy ] Proposed
' Principles . '

After carefully reviewing the history o_f homan testing and EPA’s existing
regulatory framework, the National Academy of Sciences’_ 2004 RepOrt made
seventeen Recommendations... These Reconnnendations do not preclude all human
toxicity experimentation, but set forth proposed prineiples, A130-143, to ensure
that such experiments proceed only with “utmost caution and care,” A146. To
ensure “seientiﬁc validity,” for exarnpl_e, Recommendation 3-1 proposed that EPA |
issue guidelines “for determining Whether intentional human dosing studie_s ..
include_ representatiVe study populations for the endpoint in question, ahd ‘. .. meet
requirements for adequate stattistical power.” A203-04. Recommendati‘onk4-1
proposed that a‘ study “intended toreduce the interspecies uncertainty factor . .

- could be justified ethically only if the participants’ exposure to the pesticide could

12 petitioners have moved to complete the administrative record with an EPA
guidance memorandum on implementation of Section 201 that shows EPA did not
always hold its present, implausible interpretation of the phrase “studies for
pesticides.” The guidance reveals that, soon after Section 201’s enactment, EPA
concluded that a study of a pesticide was a study “for pesticides” — even if not
“submitted or otherwise available for consideration under [FIFRA or FFDCA §
408].” See Wall Decl. (Sept 28, 2006) Ex. A-1 at 14-15.
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reliably be anticipated to pose no identifiable risk' or present a reasonable certainty
of no harm to study participants.” | A227—28. Resommendation ‘5-7 propo_sed that
EPA r-eject previously conducted studies if there was “clear and convincing |
evidence that the conduct of those studies . .. was deﬁcient relative to then-

| prevallmg ethical standards 7 A252.

In Section 201, Congress directed EPA to promulgate a rule that “shall be

~ consistent with the principles proposed in the 2004 report of the National Academy
of Sciences 6n intentional human‘dosing.”lz’ SPA1. The Human Testing Rule
violates this requirement by ighoring or departing from many of the Acadefny’s -
provposals..v Because of its limited scope, the R.ule‘ provides no safeguards at all — let
alone those‘ proposed by the National Academy — as to third—pdrty intentional
dosing pesticide toxicity research that 1s not intendéd to be submitted to EPA for
consideration under F IFRA or FFDCA § 408. See SPA36, 40. In this respect, the
‘Rule violates Section 201°s requirement of consistency with the National
Academy’s p;opossd pﬁnciples for the sah}e reasons discussed, supra, at 29-30:
Sectioﬁ 201 aﬁplies to all “intentional human dosing toxicity studies for
pesticides,” not only those submitted under FIFRA or FFDCA § 408.

- - The Human Tesﬁng Rule fails to ensure consistency v?ith the National

Academy’s proposed principles, however, even as to those experiments it does

- B «“Consistent” means “agreeing or accordant.” Sée_Rand_om House
Unabridged Dictionary 434 (2d ed. 1993). -
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cover. EPA concédes that it has not tried to implemenf those Recommendations,
_ chdosing instead to re;intérpret Congress’ command of-“consisteh[cy] with the

~ principles proposed.in' the 2004 report of the National Academy of Sciences” as

A requiring something entirely différent. Bécause the Human Testirig Rule is

inconsistent with the Academy’s proposals, the Rule violates Section 201. 14

1. =~ The Rule Unlawfully Ignores the National Academy’s Call
- for Rigorous Scientific Criteria to Justify Human Dosing
Studies (Recommendations 3-1 and 5-1)

If a human experimeht “cannot make a scientiﬁcally sound contribution to
regulafory decision making,” then it cannot justify subjecting human beings to any
level of risk. See A189, A233 & n.1. To address this issue, the Nationai
Academy’s. Recominendation 3-1, entitled “Séientiﬁc.'Validity of Intentional
Human Dosing Studies,”fpropdsed that EPA issue guidelines “for determining
whether inténtional human dosing studies have been. .. designed...to...
include representative study popultitibns_ for the endpbint mn qUesﬁon, and . . . meet
requirements for adequate statistical i)ciwer.”_ A203-04. Recommendation 5-1
establishes that “[n]ecessary conditions for scientifically énd ethically acceptable

intentional human dosing studies include . . . a research design and statistical

" EPA’s Rule also violates the APA requirement that an agency “consider the
relevant factors” and draw “a rational connection between the facts found and the
choice made.” Motor Vehicle Mfrs. Ass’n, 463 U.S. at 43. The “relevant factors”
here included the 17 specific NAS Recommendations with which Section 201
required the rule to be consistent. EPA never attempted to explain how its Rule
might be consistent with each of those Recommendations. A1281-82. -

33



analysis that are adequate to _address an impoﬁant scientific or policy question,
including adequate power to detect apprdpriate effectsf’ — and studies that do not
meet ythese standards “shouild not be carried out or accepted by EPA as input to the
regulatory deCision—making p‘ro’ce-s.s.’.’: A23 5-26. The Human Testing Rule is
inconsistent with the Academy’s proposed principles. -

The history of human experimentation is not one of notable scientific rigor.
Human testing researchers have often, and inexplicably, discounted widéspread
adverse health effecfs amoﬁg ;the human éubject_s, A668, 690-92; conducted studies
on human subjects who were not representative of the pobulations at risk'; A30,31-
32, 422, 426; and recruited so few subjects that the study lacked the statistical
muscle needed to determine toxic effécts that‘c01~11d be found across a broader
populétion, A60—62. Examining EPA’s own practice with respect to hufnan
research, the National Academy st_éted that “EPA should introduc_g mucj:h greater
scientific care and rigor into its process for considering and relying on int¢ntional
human dosing studies by establishing criteria and procedures for deciding when
’énd how they are to be conducted and theif results used.” A189; see also A233 at -
n.1 (“‘[R]esearch protocols . . . with sample sizes inadequate to support reaéonable
inferences ai)out the matter in question, are unjustifiable.’”) (citation omitted);

A60-61 (EPA science advisory panel repo_rt), A691 (Boxer-Waxman Report).
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Recommendation 3-1 and 5-1 address these concerns. Recommendation 3-
1(b), for example, provides for EPA to issue standards i:o determine whether
studies meet cﬁferia of “adequate statistical poWer” and “representative study
populations for the endpoint in qliestion.” A203-04. Similarly, Recommendation
5-1 proposes that studies be required toAinclude “statistical analysi_s that are
adequate to address an important sc'ientiﬁCi or policy qﬁestion, including‘ adequate
power to detect éppropriate effects.” A'236.' The Réport makes‘.other sc-ientiﬁc
Recommendaﬁons as Well.l See, e.g., A273, 278..15 |

‘The Human Testing Rule neither adopts such criteﬁa for assessing scientiﬁ'q
validity nor provides guidelines to ensure that sttidies are conducted and |
co'nsidered In a manner consistenf with the Academy’s proIF)os_als.I VSPA26. It does
not specify that studies must h;cwe “adeciuate statistical power” or “adequate power .
to detect appropriate effecté;” for exémple. Indeed, the Ruleldoés hot éddress thé

issues of statistical power, representative study populations, or other scientific

' For example, Recommendation 3-1, proposed that EPA issue “guidelines for

determining whether intentional human dosing studies have been . .. justified, in -

-advance of being conducted, as needed and scientifically appropriate, in that they
could contribute to addressing an important scientific or policy question that -
cannot be resolved on the basis of animal data or human observational data.”
A203-04 (emphasis added). Recommendation 5-1 establishes that “[n]ecessary
condition[s]” for intentional human dosing studies include: “prior animal studies,
a demonstrated need for the knowledge to be obtained,” and “free and informed
consent of participants.” A236 (emphasis added). The Human Testing Rule’s
failure to implement these principles is discussed, infra, at 52, 55-58, in tandem
with parallel principles of the Nuremberg Code. '

2
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criteria at all. The Human Testing Rule instead adopts the Cémmbn Rule’s pre-
existing procedural requirement that IRBs revieW studies for “sound research
design,” without defining that term.» SPA 38. This is the same standard that EPA
had long applied to its own résearch, 40 C.F.R. § 26.111(a)(1)(i), and which the
National Academy he-cessarily found inadequate when it recorhmended that EPA
issue guidelines for determining whether a study had adequate statistical poWer, )
A203-04; see also A189 (suggesting that EPA “introducé much greater scientific
care and rigor into [EPA’s] process of considering and relying on intentional
human dosing studies”).
Section 201 requires that the Humén Testing Rule “shall be consistent” with

“the NAS Report’s Recommendations. Recommendations 3-1 and 5-1 required the
Agency td establish and implerhént criteria for scientific validity. EPA rejected
- that proposal, élaiming that scientific Validity 1s “necessarily a case-by-case
judgment” that }could not be assessed through issuance of guidelines as the
National Academy had proposed. SPA26. Because the Rule is inconsistent. with

NAS Recommendations 3-1 and 5-1, it violates Section 201 and should be set

aside.

36



2. The Rule Unlawfully Authorizes Experiments that Place |
Human Beings at Risk Absent Overriding Health or
Environmental Justification (Recommendations 4-1 & 4-2)

 After caireﬁilly reviewing the history of human testing, the National
~ Academy concluded in its Recommeildation 4-1 that some chemical industry |
experiments — vthose that place human beings at pofential risk solely in an effort to
develop evidence to jus.tify »relaxed human health standerds —are nev_er ethical.
A227;28. Such studie's 'inay improve the companies’ sales, and sometimes may
refine scientific knox.vledge,kbut‘these purp(‘)ees, the Aeademy concluded, wou_ldI _
not justify intentionally dosing‘ a human being with petentially liannful toxins.
| A2(i9. The Human Testing Rule ie contrary to law because it isinconsistent with
this principle. -
| - TheNatiorilal Academy of Sciences distinguished ‘among three;‘diffe_rvent;_ .-
types of intentional human dosing studies,eaeh of whieh poses a differen_t level of
risk. The niost benign category of human studies (fhe “pharmokinetic” or “PK”
| study) involves,dorses’of chemieals that are so mimite that they are’kniown, from
extensive previous animal testing, te li_ave no biological effect.atb all; these studies -
simpiy trace what happens 10 t}iese chemicals after they enter the human body.
Al91. Because the quaritities edministered have no biological. effect, ihey pose .
“no identiﬁabie risk” to human sub_jecté. A191,225. A second tyi)e of dosing

Study (the low-dose “pharmacodynamic” “PD,” or “toxicodynamic” study)
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" measures how pesticides affeqt the human body, A192, .but involves such small
doses that, based on extensive prior animal research and human observatiohal
studiés, scientists can reasohably conclude thé exposure presents a “‘reasonablé
certéinty of no hé@ to study participants.” A225, 192.

A third group of studies, however, involves dosing humans with pesticides |
in concentrations that are specifically intended to measure “a clinically detectable,
adverse effect.” A193. For example, in one such study, investigators administergd
the pesticide carbofuran to nine human beings for the expréss purpose of
determining “the minimurﬁ’dose necessary to induce toxic effécts (e.g., headaches,

| naus'ea,vand vomiting)” in healthy male subjects. Such effects apparently occurred,
as three of the nine human su‘bjects experienced heart arrhythmias. ‘A6'91-93. In
another intentional t'oxicity'study, the fumigant chloropicrin — used as a chemical
Warfare agent duﬁng World War I - was administered to 127 young adults, some
of whom were p>1aced n a_vépor “chamber” for hour-long periods on consecutive
days, where they were exposed to chloropicrin concentrations hé]f again as high as
the highest average dose allowed by thé Occupationall Health and Safety

Administration ovér an eight-hqur day. A683-84. About ten bpercent of these
“chamber” subjeéts 'reportéd effects that the study classified as “severe.” Id.

Studies in this third group are intended to induce and evaluate toxic effects-

- in humans and thus, by design, pose “an identifiable risk to study participants.”
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A225,' 193. Where such pesticide experiménts are condﬁcted for thé purpose .of |
justifying reducéd human heélth perections by reducing‘ the interspecies
imcertainty factor, the ﬁsk to human subj ects is not counterbalanced by any
potential rhedical benefit to the subject. Rather, “the'int_efest of the study sponsor
is to increase the RiD [i.e., the level deemed “safe’] and thus allow for gréater use
of the pesticide.”"¢ A227. |

With respeé-t to this last category of human dosing studies, the Academy’s
Recommeﬁdation 4-1 articulated a bright line: “a human dosing Study inténded to
reduce the interspecies uncertainty factor . . . could be justified ethically only if the
participant_s’. exposufe to the pesticide could reliably be anticipated to pose no
identifiable ’IiSk or presént a reasonable certainty of no harm to study participants.”
A227-28. Similarly, Recommendation 4-2 provides that “[n]o study is éthically
justifiable if it is expected to cause lasting harm to study participants.l” A228.

'EPA’s Human Testing Rule is inconsistent With these pﬁﬁciples. Instead of
adopting the bright lines set forth in Recommendations 4-1 and 4-2, the Human
Testing Rule adopts a provision ﬁoﬁ the earlier Common 4Rule ﬁnder which a

panel reviews each study to determine whether “[r]isks to subjects are reasonable

1 Cf. A412 (interagency comments of National Institutes of Health) (“[A]
human toxicity study conducted by a pesticide company which is designed to
measure effects of pesticide exposure in order to obtain EPA approval for
marketing of that pesticide has a purpose that is fundamentally not related to the
improvement of pubhc health.”).
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in relation to anticipated benefits, if ‘any, to subjects, and the importance of the

- knowledge that may reasonably be expected to result.” SPA38 This standard
directs a review panel to balance risks to the human subject against ¢ ‘the

importance of the knowledge” an experiment might provide. SPA38. Such a

balancing appfoach cannot be raconciled' with Recommendations 4-1 and 4-2,

under which “importance of knowledge” is not a relevant factor and certainly not a

factor that could justify subjecting human beings to risk of harm. 7 The Rule’s |

inconsistency with Recommendations 4-1 and 4-2 is contrary to law.

3. The Rule Unlawfully A]]oWs EPA to Rely on Human Tests
that Violate Applicable Ethical Standards
(Recommendation 5-7)

: While most of the National Academy’s‘Recommendations apply nnly
prospectively, to future research, the Academy also addressed the “particularly
vexing” questi_dn of how and whether EPA should rely on severai dozen pretfiously'
conducted pesticide studies that do not meet present ethical norms.'® A25 1-52.
The Academy’s conclusion, set forth in Recqmmendation 5-7, was that whi.le EPA

should not entirely reject such older studies, EPA should not rely on a study if

' EPA’s rule provides for IRB review to ensure that“[r]isks to subjects are
minimized.” SPA38. Risks may be “minimized,” however, without ensuring that
the study presents a “reasonable certainty of no harm.” A228. The very purpose

~of the toxicity studies at which the NAS Report is directed is to induce and
measure potentially harmful effects. A193, 201.

'8 EPA’s rule preamble indicates that EPA received 33 intentional dosing
studies over the period 1996 to 2001. SPA7.
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clear and conkVincingi evidence showed thaf it was either “fun_darhentally unethical”
- or “deficient relative to then-prevailing efhical standards.” A252..

. EPA chose not fo adopt the Academy’s propdsed prin‘ciplvé. Instead, EPA’s
Rule adds a criti'cal word to the second, “deficiency” prong of the Academy’s test
to allow EPA to consider a study that was éthically deficient when conducted, so
long as the sfudy Was not “'sigmﬁcantlydeﬁcient’,’ under then—pfevailing standards.
SPA42 (emphasis added). EPA’s‘ insertion of the word “significantly” into the
Academy’s proposed princfple mdteﬁally. changes its meaning. Although EPA has .
declined to define the universe of ethical misconduct that is “deﬁcier_ﬁ” but not‘
“significantly deﬁdient,” EPA has stated that this _modiﬁéation reflects “EPA’s
view that réfusing to rely on data is a drastic action — one that shodld be reserved
for the most egregious of conduct.”lé A613 (emphasis added).
| Under this modified standard, the Human 'Testing Rule allows kEPA to rely
on existing human studies even where clear and convincing evidence dendonstrates
'that these studies were “ddﬁcient” relative to then-prevailing ethical norms. Under
the Academy’s prdpbsed principlé, howe\}er, EPA coﬁld not use such studies. Cf.

A660 (report of Sen. Boxer and Rep. Solis stating that EPA’s proposed insertion of

1 In responding to comments on a different aspect of this rulemaking, EPA
made clear that a human experiment could be in “substantial compliance” with the
rule’s standards “even if there were deficiencies in informed consent.” A1149. If
informed consent deficiencies are not “substantial,” in EPA’s view, then they
likely are not “significant,” in EPA’s view, either. :
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“significantly” into the standard for consideration of “old unethical experiments™
would improperly modify the NAS’s proposed standard). Because the Human
Testing Rule allows EPA to consider research in a manner that is inconsistent with

the Academy’s pfoposal, it violates Section 201.

4. The Rule Unlawfully Fails to Ensure that Researchers Pay
for Injured Subjects’ Medical Care (Recommendation 5-5)

- Recognizing the possibility that toxicity research on pesticides — some of
v Which are littlestud'ied - ceuld result in injury to human subjects, the National
Academy proposed in Recomrﬁendation 5;5 that.“sponsors'of or institutions
conducting intentional human dosing studies should ensure that pbart-icipants B
receive needed medical care for injuries incurred iﬁ the study, without cost to the
‘participants.” A248. As the Academy explained, “the cost ‘of research i'njuries}

should not be borne by the injured participants.”*

A247 (internal quote marks and
citation omitted). |
Centrary to the Academy’s proposal, the Human Testing Rul_e makes no -
provision for medical cere for human-subj e.cts injured in pesticide dosing
experiments. Section 26.111 1(a)(6) of the rule allows for “moﬁitoring the data

collected to ensure the safety of subjects.”. SPA38 (emphasis added). Monitoring,

however, is not treatment; the Rule is silent as to who will pay for a trip to the

%0 The lack of alternative health care may be a particular concern among the
persons most likely to submit to pesticide dosing expenments in which payrnents
sometimes may not exceed $15/hour. A683. :
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hospital. Because the Rule fails to ensure consistency with the Academy’s

- Recommendation 5-5, it violates Sectioh 201 and should be set aside.”’

B.  Section 201 Requires Consistency Betwéen EPA’s Rule and the
National Academy’s Recommendations

When Congress required EPA to promulgate a Rule that “shall be édnsisfent,
with fhe principleé proposed in the 2004 report of the Natioﬁal Academy of
Sciences,” there can be no serious doubt what Cong’rc;s’s meant. Interpretéﬁon of
this statutory phrase must begin, of course; with its ordinary rheaning. See Engine -
Mfrs. Ass’n, 5.41 U.S. at 2522 (citation omitted); accord S.D. Warren Co. v. Maine
" Bd. of Envtl; Prét., 126 S. Ct. 1843, 1847 (2006); Raila V. United Siates, 355F.3d

118, 120 (2d Cir. 2004). The k.ey‘words 1n this phrase are “principles,” |
“propoé,ed;’? and “National Academy of SCiences.f’ In Qrdinary usage,
ccrecbmmend” 1s a synonym of .‘_‘propojse,” and “principle” means “something
established asa standard or tést,'for measuring, regulating, of gu1d1ng conduct or
| practi‘cé.”'Random House Unabridged Dictionary 1539, 15'51 (2d ed. 1993).
Th_ﬁs, the .ordinéry meaning of the phfase ‘_‘principles proposed in the 2004 report
of the National Academy of Sciences” would be “standards recommended in the

2004 report of the National Academy of Sciences.” See id. at 1539, 1551. Those

?! This aspect of the rule also is inconsistent with the Nuremberg Code’s
seventh principle, which requires that “[pJroper preparations should be made and
adequate facilitiés provided to protect the experimental subject against even remote
possibilities of injury, disability or death.” AS528. :
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“standards recommended” are plainly set forth in the Report’s seventeen,
enumerated Recommendations.
This interpretation of the phrase “principles proposed” is reinforced by the

% &«

Academy’s own use of the key words “recommendations,” “proposals,” and
“principleé.” The Aca'demy', for exampie, explicitly 'describ'es its seventeen
Recommendationé as “praposals.” A129 (“[T]o be specific about the proposals
being made, the recommendations follow.”). The Report iikewise uses the phrase‘
“scientific aﬁd ethical pfinciples described in earlier éhapters” intercfxangéably
with the phrase “sﬁbstanti\}é recommendations offered in earlier chapters.”
Compare A168 (emphasis added) with A265 (emphasis added). Thus, for the |
| Academy liké Congress, the Report’s “recbmfnendations” were its “proposals,”
and the Report’s “scientific and ethical principles” were its» “recommendations.”*
Thé available 1egislatiye history ﬁ;rther corroborates thié intefpretation. |
Wheﬁ the House debated the Conference Report into which Secﬁon 201 had beén |

- inserted, Representative Dicks (the ranking member of the House appropriations

subcommittee for EPA and a manager of the House-Senate Conference) explained:

[TThe conference report reflects the will of both the House and the Senate to
stop such tests until the EPA develops regulations reflecting the
recommendations of the National Academy of Science and follows the

22 This obvious interpretation also is supported by Congress’ parallel use of the
‘word “principles” in Section 201, to refer to the 10 “principles” of the Nuremberg
Code. SPA1; A529. The Nuremberg Code’s 10 “principles” are structurally
similar to the Academy’s 17 Recommendations.
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Nuremberg protocols. In addition, these regulations will prohibit such
testing on pregnant women, infants, and children.

A646 ‘Representative Solis (the pr1nc1pa1 House proponent of this leglslatlon)

described this in detail:

EPA circulated internally a draft rule among the agency’s various
- offices on June 20, 2005. EPA’s draft rule, slated for proposal next month, -
would have allowed the systematic testing of pesticides on humans. The
draft rule does not comply with the recommendations of the NAS and the
Nuremberg Code, and it contains multiple loopholes that invite abuse. .

. The amendment that I am supporting today will ensure that EPA may
not consider or rely on any intentional human-dosing study that does not
meet the minimum ethical and scientific criteria recommended by the NAS
and expressed in the Nuremberg Code.

A647- 48 (emphasrs added); see also A674 (Boxer—Waxman report cntrcrzlng EPA
for “not follow[lng] the recommendations put forward by the Natronal Academy of
- Sciences”) (emphasis added).

In short, the “traditional tools of statutory constructiOn,"f Chevron, '4VG7FIU.S.
at 843 n9 - leglslatlve language and history — provide a ¢ clear sense,” General
Dynamics Land Sys., 540 U.S. at 600, that when Congress invoked the “pr1nc1p1es ,
proposed in the 2004 report of the Nat10na1 Academy of Sc1ences Congress was
referring to the Academy s seventeen Recommendatlons. Under Cheyron’s “step
one,” Nutritional Heatth Alliance v. FDA, 318 F.3d 92, 9‘9 }(2d Cir. 2003),
Congress’ clear ptnpose ends the inquiry. vSee General Dynamics Land Sys., 540

U.S. at 600; Protection & Advocacy for Persons With Disabilities, 448 F.3d at 128.
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C. EPA’é Construction of Section 201 Is Not Pérmissible
‘Notwithstanding either the ordinary meahi.ng of Section 201’s language or

its legislative history, EPA argues that when Congresé required conformanee to the
“principles proposed in the 2004 report bf thé National Academy of Sbiences,”
Congress feally meant to réquire consistency with the principles of a 1979 |
doéliment known as the Belmont Report. The manifesf problem with EPA’s theory
1s that Congress did not fnention the Belmont Report. If Cbngress héd intended to
| require consistency with the Belmont Repoﬁ’s principles, and only those |
principles, Congres's surely véoubld have found a more'obvious way of saying so.

Ignoring this difficulty, EPA weaves'together a patchwork of quotes from a
half-dozen scattered pages of the Academy’s Report to try to show that “the |
‘principles proposed in the 20.04 report of the National Academy of Sciences on
intentional human dosing’ are, in féct, the three ﬂmd.arhehtal principles of respect
for,péfsohs, beneficence, and justice articulated in the Belmont Report . ...”
SPA30. While é few of EPA’s piecemeal quotes do discuss the Belmont
pri'nc}ipl'es, those quotes simply do not support the weight of EPA’s theory. The
Academy’s Report canvaSsed a wide array pf prior f‘aﬁthofitative statements of
principle.” A127. These included the Belmont Report, 'SPA30, but also included
many (;ther existing ethical codes that EPA entirely ignores, including the

Nuremberg Code, the Declaration of Helsinki‘,. the FDA’s good clinical practices
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guidelines, the National Bioethi'cs Advisory Commission’s report, and several
réports by the Institute of Medicine.» See, e.g., A125, ‘163, 170, 186, 207, 234, 253.
The Academy expressly ,drew' on ;chese “many different sources” — not just the
‘Belmont Report — in conducting its ethiéal analysis. A234. However, the '_
Academy did nbt “pfo_pose” any of these ethical standards as its own
comprehensive principles, let alone propose the Belmont Report principles as the
sole principles that should govern human testing for EPA regulatory purpose.s.
Indeed, when thé Report first diréctly identiﬁed existing “authoritative statements
of principle,” it‘ did not menﬁon the Bélmont Report at -all. A128-29,163. .
Ultimately, thé Academy concluded that the sundry pre-existing statements
of prinéiple — including those of the Belmont Report — were too “general” and too
“unclear, indetenninate, inconAsistenf, and eVen contradictory” to pfovide the
specific guidance reqﬁired for EPA’s consideration of intentiqnal human dosing
toxicity studies. A235. The Academy thefefore: “formulate[dj standards of ethical -
acceptabilitY” reflecting its “own judgments.” A234,235. Those judgments — the - |
‘ Ac_ademy’s/‘b‘principles' proposed” — are set forth in the Repdﬁ’s éeventeen
| .Recovm"mejndations. EPA’s attempt to substitute the “uﬁclear [and] indeterminafe” _

~ . principles of the Belmont Report (“respect,” “beneficence,” and “justice”) for the
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Report’s Recommendations would turn the Report’s conclusion that the existing
principles were too indeterminate on its head.”

Thus, even if the language and history of Section 20 1 were not clear on their
face, EPA’s construction of the phrase “principles proposed in the 2004 ‘report of
 the National Academy of Sciences™ cannot be reconciled with an examination of "
that Repoft or Section 201 itself. Under Chevron’s “step two,” Nutritional Health
Alliance, 318 F.3d at 101-02, EPA’s interpretation is not “reasonable” and
therefore should be rejected. See Lgvine v. Apker, 455 F.3d 71, 80 (2d Cir. 2006);
see also Woodford v; Community Action of Greéne County, Inc., 268 F 3d 51, 55-
| 56 (2d Cir. 2001) (declining to defer to unreasonable agency interpretation of a

statute). -

¥ EPA’s statutory theory also fails to account for the Academy’s proposal of
scientific as well as ethical principles. A163-64 (“principles of both ethical and
scientific validity”); see also A168 (similar), A265 (similar). The Belmont Report
does not speak directly to science at all. A1286. Nor does the NAS Report’s
chapter on “[s]cientific justification for and conduct of intentional human dosing
studies” mention the Belmont Report. A189-204. ‘
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IIL. . The Rule Is Unlawfully Inconsistent with the Nuremberg Code and
Related Requirements ' ' o

A. - The Rule Unlawfully Authorizes Pesticide Toxicity Experiments
on Humans Who Have Not Given Their Own Free and Fully .
Informed Consent, Contrary to the Nuremberg Code and Related
Provisions of FIFRA and the NAS Report

At least since the Nazi doctors’ trial at Nuremberg, Germany, the fully
informed and Voluntary cqnsent of each human subject has widely been viewed as
a critical element of any ethically conducted experimentaticn on humans. A243,} _
529. Unfortunatelvyv, the en‘nals of subsequent human research are peppered with
experiments in which voluntary, fully informed ccnsent —as deﬁned by the
Nuremberg Code’s first principle — Was not obtained. These include pesticide
experimeuts in which risk disclosures forms were inadequate, misleéding, or even

| false. A244-45. F or example, in cne organophosphate pesticide study; the risk |
disclosure form began with the statement that “Low doses of these agents ii_ave |
been shown to improVe performance on numerous tests of mental function,” even
though this is not true of organophosbates.24 A83; AR EPA-HQ-2003-0132-0526

(Dr. Alan H. Lockwood, “Human Testing of Pesticides: Ethical and Scientific

* Indeed, organophospates have the opposite effect. See e.g., Joan Rothlein, et
al., “Organophosphate Pesticide Exposure and Neurobehavioral Performance in
Agricultural and Nonagricultural Hispanic Workers,” 114 Envtl. Health
Perspectives 691-696 (2006) (finding that farmworkers exposed to low levels of
- organophosphate insecticides scored more poorly on neurobehavioral tests —
including tests of attention and concentration — than did a comparable control
group which did not have any such pesticide exposures).
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Consideratioﬁs,” at 1909). Disclosures in two studies conducted in the 1990s for
the pesticide amitraz misleadingly referred to this pesticide aé a “drug.” A687.
Similarly, a 2004 study of the insecticide dimethoate included a‘consent disclosure
form that adviséd participants that "‘not a single health effect is expected” —and -
- stated that the chemical is “used to protect or cure all kinds of plants, fruits and
crops frorrfdisease” — even though EPA has identified dimethoate as a suspected
carcinqgen and a developmental and neurological toxin. A686.

The Nuremberg Code’s first pﬂnciple unequivocally precludes such researgh

conduct. It states:

The voluntary consent of the human subject is absolutely essential. This
means that the person involved [1] should have legal capacity to give
consent; [2] should be so situated as to be able to exercise free power of
choice, without the intervention of any element of force, fraud, deceit,
duress, over-reaching, or other ulterior form of constraint or coercion; and
[3] should have sufficient knowledge and comprehension of the elements of
the subject matter involved as to enable him to make an understanding and
enlightened decision. . . . -

A529. This principle is echoed in the NAS Recommendation 5-1(f), which
reqliires that “Such human being freely volunteer” before being the subj‘ect ofa
pesticide toxicity experiment. SPA2. |

The Hﬁman Tesvting Rule is inconsistent with each of these “inform_ed
~ consent” standards. For example, while the Nuremberg Code requireé “consént of
the huma‘n‘ subjecf” who “should have legal Qapacity to give consent,” A529, the

Rule allows “consent” to be given by any “legaﬂy authorized representative” of the
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sﬁbject. SPA39 (40 C.F.R. §§ 26.1116, 26.11 17(;1), (b)(l) & (b)(2)). EPA’s rule
deﬁhes a “legally authori-zed- representative” as an “individual or judicial or othef
body authorized under applicabie law to consent on the behalf of a prospective
-subj ecf to the subj ect’s participation in the procedure(s) involved in the reseafc »
SPA36 (40 C.FR. § 26.1102(c)). The “applicame law” that defined which persons
or entiﬁes can provide surrogate conéent presumably includes not only the laW of
the various stateé, but also the law.‘of any foreign country in wﬁich an éxperim‘ent
is conductéd - inciuding the laws of foreign Qountﬁes that may not accept
American concepts of individual rights or the neceSSity of individual consent.
The'notion that a “legally authoﬁzed represéntative” might provide consent
originated in the Common Rule, which the Departmeﬁt of Health and Human
- Services originally developed to guide médical reSeérch. See 45 C.F.R. §'46.102
(HHS Cémmon Rule déﬁnition of “legally authorized representativé"’); A411.
(interagency comrﬁents of the National Institutes of Health). FCIVinical medical
trials may provide direct health benefits to a hufnan being who is unable; due to
incapacity or minority, to consént' in per_son. To allow such reseérch; Congress has
expreésly aufhorized consent to be given by a “represehtative” in trials of medical
drugs and devices. See 21 US.C. § 355()(@); 21 US.C. § 360(2)3)(d).
Hovivever,k in the quite differént coﬁtext of pesticidé tbxicit?r expéﬁments

with humans, whiéh provide no medical benefits to the subjects, Congfess has
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- never authorized consent to be given by a representative. Indeed, in FIFRA §
12(‘a)(2)(I;), 7 _U.S.C; § 136j(a)(2)(P)), Congress expressly prohibited pesticide
tests on ‘a human b_éing absent the consent of “such human b‘eing.” SPA2. FIFRA
provides ﬁo exéeption for consent by a “representative,” as. is.prov»ided n vthe'
medical research_stétutes. |

A Thué, when Section 201 commanded consistency with the Nuremberg Code
— which requires “[t]he {'oluntary consent of the human subject,”* A529
(erhphasis added) — there is nothing to suggesf that Congress meant'anyth'i.ng othé_r
than what it Wrote. Cbngress’ also required coﬁsiétency with the National |
Academy’s R’epoﬂ; of which Reéommendation 5-1(t) demands “consent of
parficipants,” A236 (emphasis added)?'and which explains:
[I]t is not justiﬁéble to enroll persons who lack the capacity to consent to
their involvement, even if surrogate decision makers grant permission, when
“the research offers them no prospect of direct personal benefit and carries

more than minimal risk or when the needed information could be obtained
through studies with individuals who have the capacity to consent.

A238 (emphasis added). The Human Tésting Rule violates Section 201, because it

expressly allows “consent” to be given by a “representative” other than the human .

% The Nuremberg Code also makes clear that consent may not be provided on
behalf of one who lacks capacity, stating that “the person involved should have
legal capacity to give consent.” A529 (emphasis added). In one of the few judicial
decisions involving this issue, an unreported Detroit Michigan case from 1973
found that the Nuremberg Code required the consent of the human subject, not his
parents, and that a human subject confined in a prison could not provide uncoerced
consent. A383-84. ' '
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subject, in eontravention of botn the Nurembefg Code and the Acadenly’s -
Recommendation 5-_1(f); In this respect, the Rule also does “not aecerd[]” with
law, 5 U.S.C. § 706(2)(a), as set forth in section 12(a)(2)(P) of FIFRA. | |

Nor is the Human Te.sting Rule consistent with the Nuremberg Code’s
requirement that “the person inirelved - shou_ldhave sufficient knowledge and
comprehension, of theel'ements of tne subject matter involved as fo enable hirn to.
make an understanding and enlightened decision.” A529 (emphasis added). The
Rule adopted Common Rule standards for disclosure. The National Academy ef
Sciences’ Report explains at length that these Common Rule disclosure standards
are so inadequate that they ha\}e often led to “‘incomplete understanding or
misunderstanding” amoné the human research subjects and that “those who agreed -
to participate in research often de not. _conipfehend its basic features.”?® A244. By -
adopting these Common Rule standards, EPA was thus adopting‘standards that
EPA knew would, in praetice ’oftten fail to ensure the test subject’s

comprehensmn as the Nuremberg Code demands A529.

The Human Testlng Rule also fails to follow the Nuremberg Code’s

requirement that a human subject must be “so situated as to be able to exercise free

power of choice, without the intervention of any element of force, fraud, deceit,

26 The Natjonal Academy suggested that EPA promulgate a set of informed
consent “best practices,” A245, perhaps including “a short multiple-choice test,
which could indicate how well the participants understand the disclosed ‘
information,” A244. EPA did not do so.
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duress, over-reaching, or other ulterior form of Cénstfaint or coefcion.” A529
(emphasis added). Instead of adopting this standard, the Rule only requires that
researchers seek informed éonsvent n cifCurﬁstancés that “minimize the possibility‘
of coercion.” SPA39. While that may be a step in the right directioh, an»“element |
of ... constraiht or coercion,” A529, may exist even where coercion has been, to
some extent, “minimized.” Moreover, the Rule’s coercion “minimization” clause

~does ﬁot protect at all from other intrusions in£o voluntary consent under the
Nuremberg Code, such as fraud, deceit, jo?er-reaching, and constraint.”’

The possibility of “conStraiﬁt” infecting consent becomes most acute in the
context of experime‘ﬁts on prisonérs; which of course provided thé original ifnpetus
fbr the Nuremberg Code’s adoption. As EPA’s June 20, 2005 draft rule concedes,
“Is]ome of these studies have been submitted to {EPA] over the yearé, or retrieved
from published sources, and some have been and continue to be relied on in {EPA]

. decisioﬁ-making.” A606. The re;:ord céntains .uncontro‘verted evidencé -
inclﬁdihg a finding by the Natiohal Academy of Sciences, A238, and an unréported
Michigan cdurt-dec’ision_, A383-84 — that pﬁsoner_é, by virtue of their confinement,

are inherently subject to constraint and vulnerable to coercion. Recognizing this,

2T While the Rule calls for research review panels to include undefined
“additional safeguards” to protect “the rights and welfare” of subjects who “are
likely to be vulnerable to coercion or undue influence,” SPA38, the Rule does not
define these rights. The concept of “rights,” and the related “additional
safeguards” developed to protect those rights, is left entirely to the discretion of
individual future researchers and review boards.
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the Department of Health and Human Servipes',- which authored the Common Rule

standards that EPA’s Rule adopts, called on EPA to go beyond thoée standards and

ban prisoner pesticidé dosing experiments entirely. A407. EPA did not do 50.

In short, the Human Testing Rulefails to ensure consistency with the

| Nurerﬁberg Code’s prohibition'on ekper_imeﬁts on people who face “any elemént”
 of constraint and coercion. Partiéularly with respect to prisbhers, the record does
not support EPA’s summary conclusion that its Rule fnee_ts thisstand-a'rd. Indeed,
EPA itself concedes that it has not yet “reached a final \position on...theneed... .
for any addit_ibnal protections for prisoners.” SPA19. ‘Bécause the Rule fails to
ensﬁre that consent is both genuinély 'info_rmed. and truiy voluntary, within the -

meaning of the Nuremberg Code, it violates Section 201.

B.  The Rule Fails to Ensure that Human Experiments Are
' ~ Consistent with the Nuremberg Code’s Third Principle, Which
Requires a Human Experiment to Account for Prior Animal
- Research, and Related Provisions of the Academy’s
Recommendation 5-1

The Nuremberg Code’s third principle requi_res that expen'ménts on humans
be “designed and baséd on thc results of animal experimentation” and othef
knowledge ks’u'ch that the expected results will justify the human t‘es;c.' A529.
Complementing this principle, the Naﬁonal Académy’s Recommendation 5-1

' étates that “prior animai étudies” are a “[n]ecessary condition[s]”f for intenﬁonal

human dosing studies. A236. These principles ensure that, before a human study
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-is conducted, a baseline of probable risks .has béen established through aiiimal |
research so that humans are not subject to overly uncertain dangérs; o
The Human Testing Rule confains no precondition iegarding prior animal
research, or any other prioi research. Indeed, EPA .‘candidly concecies that the
Rule’s requirements “do ni)t address [N_uremberg Codé] princil.;)le 3 diiectly” at all.
A1278. Although EPA suggesté that those reviewing a human experiinent protocol
might be able .ti> apply the Nurerriberg Code principle, id., the Rule does not |
require applicati(in of this principle and protocol review boards \ivould be able to
- ignore it. ._Because the Rule d(ies not ensure that hurilail research will be baséd on
- the results of prior animal studies, it contravenes the. Nuremberg Code’s thiid :
principle and violates Seciion 201.
C. The Rule Fails to Ensure that Human Experiments Are
Consistent with the Nuremberg Code’s Second Principle and

.Related National Academy Recommendations that Bar
Unnecessary Research on Human Subjects

The Nuremberg Code’s second principle requires that human
_experiinentation “should be such as to yield fruitful results . . . unprocurable by
other methods or means of study, and not random and unnecessary in nature.”*

A529. This principle is complemented and reinforced by NAS Recommendation

3-1, which proposes criteria for determining whether intentional human dosing

28 Similarly, the fourth Nuremberg principle states that “the experiment should
be so conducted as to avoid all unnecessary physical and mental suffering and
injury.” Id. (emphasis added).
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studies address “an important scieﬁtiﬁc or policy question that cannot be resolved
on fhe basis of animal data or human observétional data,” and Recommeridatibn 5-
1, which identifies as a “necessary condition” for human experiments that there be
“a demonstrated need for the knowledgé to be obtained frorﬁ ‘intentional human
dosing studies.” ‘A130, 133. The obvious purpose of these principles is to-avoid
subjecting humans to risk of harm absent a showing that dosing human beings with
a toxin is, in fact, necessary. |

| It may be ,questioned whether such research is ever needed.‘ EPA’s
Administrator testified during his confirmation hearingé that “we have a more than
sufficient databaée, through use of animal studjés, to make licensing decisions that
meet the standard, to protect the health of the public, without using human
sfudies.” 151 ._Co_ng. Rec. H3671 (May 19, 2005). The Administrator’s testimony
is confirmed by EPA’s longstanding position that human studies are not heéded to
protect public health. A650. |

Even if there afe circumstanceé in which human toxicity résearch is

“necessary,” however, EPA’s Rule fails to limit such experiments to those
circumstances. Indeed, the Rule is entirely silent on the question of necessity. It
requirés no showing, tior indeed any' ihquiry, regarding the sufﬁciéncy of
epidemiological or animal research. The Rule instead leaves the question whether

an experiment is needed to the unfettered discretion of the pesticide manufacturers
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who fund such studies. The Rule’s failure to:ensure consistency with the:
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.‘ DECLARATION OF.MICHAEL E. WALL IN SUPPORT OF

‘ PETITIONERS’ MOTION TO COMPLETE THE

| ADMINISTRATIVE RECORD "
I, Michael ‘E. Wall-, declare:

1. Tam a‘member in good standing of the bar of this Court and am a
senior attorney at petitioner Natural Resources Defense Council (“NRDC”).
I serve as counsel for NRDC in this proceeding.

2. On August 15, 2005, NRDC filed a Ffee(iom of information Act
(“FOIA”) fcqnest with Respondent Environmental Protection Agency
(“EPA”). EPA has subsequently released a number of documcnts to NRDC, ,
in several séquential batches, in mesponse to this August 15, 2005 FOIA
request (hereinafter, the “Human Testing FOIA request”)b. EPA had some of o
the released documents delivered to me, directly, and had the remaining
released documents delivered.to other NRDC personnel. NRDC has
maintained all records of these communications, including all docnments
released by EPA in responso to the Human Testing FOIA request, in the
coufse of its regularly conducted activities. I am familiar with these .records.

3. The document attached as Exhibit C to this Declaration is a true -

and correct copy of a document EPA produced in response to NRDC’s

Human Testing FOIA request.



‘Counsel for Petitioners.



expressly discuss the proposed Rule (“PR” op “Rule”), the “FY 2006
appropriations act” (i.e., .Sectio’n 20 1") that direéted EPA to promulgate the Ruie,

, aﬁd associated standards (“stds™) or “guidelines” for “acceptance bf human

| research,” “exposure- studiés [with] humans,” and “toxici’py studies.” These notes
| also descﬁbé how a pésticide company, Monsanto, may have “launder[ed]” a

~ human testing study through a foreign university, see Wall Decl. Ex. D at 4 —‘
evidence that bears on whethe'r. EPA’é -Rﬁle complies with Séction 201.° Because
these notes reflect evidence before the Agency during the Human Testing

Rulemaking, they are properly part of the administrative record.

}III. CONCLUSION

| Each of the above-refefenced documenfs is plainly part of the
, admiﬁistrative record to fhe Human Testing Rule. To assure that this Court can -
rgview the Rule ori-thé “whole record,” 5 U.S.C. § 706, father than> the incoinpleté

set of materials selected by EPA, this Court should grant Petitioners’ motion and -

6 Section 201 directed EPA to “not permit” the “use of pregnant women, infants
and children as subjects” in “intentional dosing human toxicity studies for -
pesticides” —at all. 119 Stat. 531. Petitioners contend that EPA’s rule, which
restricts third-party research only if “intended” to be submitted or held for EPA, 71
Fed. Reg. 6174 (Feb. 6, 2006), violates Section 201 by, among other things,
~ allowing the results of industry-funded human experiments to be laundered -
through journals or universities without direct submission to EPA. Document D
suggests that EPA was aware such “laundering” occurs or may occur.



admission establishes that this document was considered in the rulemaking and

constitutes part of the administrative record.}5

C. EPA National Enforcement Investigations Center Memorandum
Regarding “Review of the Proposed Rule: Protections for Test
Subjects in Human Research” (Wall Decl., Ex. )

Document C conveys comments from EPA’s enforcement office “on the |
final Agenc& review draft” of the Human Testing Rule. See Wall Decl. Ex. C at
1. Thése comments are, by definition, part of the “evidence” and “proceediﬁgs” |

before EPA during tﬁe Rulemaking. See 28 U.S.C.. § 2112(b); Féd. R. App. P.

16(a). The document is properly part of the rulemaking record.

D. EPA Notes Regarding Human Testing Rule and Briefing (Wall
Decl. Ex. D) . -

Document D cpnsists of handwritten notes Afrom what EPA has described as
“a staff Brieﬁ_ng of Agency management related to EPA’s develépment ofa |
policy'related to whether, and how, to use human studies in Agency decision
making.” .See Wall Decl. 9 4-6 and Exs. D, E. The notes, dated less fhan teﬁ ‘

days after EPA issued its proposed Human Testing Rule, see note 3, supra,

> This document also is relevant to EPA’s challenge to Petitioners’ standing.
EPA’s earlier motion to dismiss on standing grounds, which this Court denied
~ without prejudice, claimed that the Human Testing Rule would not cause EPA to
set higher pesticide exposure limits. Document B belies that contention by
explaining how EPA intends to rely on human studies for the pesticide DDVP to -
raise the applicable exposure limit by 10 fold. See Wall Decl. Ex. B at 2.
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promulgate tﬁe Human Tes_tihg Rule and set standards for that rule. In particuiar, )
Section 201 required EPA to i'ssue.a rule applicablé to éll itentional human
dosing'toxicity studies “for pesticides.” |
‘The.vguidance document sets férth an EPA interpretation of the statutbry
. phrase “for pesticides” that.is directly inconsistent with EPA’s present
A interpretatioh, as memorialized in thé Human Testing Ruie. Compare Wall Decl.
Ex. Al at 15-16 witk 71 Fed.‘Reg. 6163-64 (Feb. 6, 2006). Because this EPA
guidance is pért of the “évidence,” “ﬁndipgs,” aﬂd ;‘procgedil/lgs,” see 28 U.S.C. §
| 21 12(bj, Fc'd.‘ R. App. P. 16(a), before EPA in its Human Testing Rulemaking,b it

1s properly part" of the administrative record.

B. ' EPA Draft “Fact Sheet” on Pesticide DDVP (Wall Decl,, Ex. B)
- Document B is an EPA-authored draft reference sheet that describes

particular human toxicity studies and how EPA’s reliance on tho'sc.e studies would
alIow EPA to set less protective iluman héalth standardé. EPA has exf;ressly
‘ aclmowledged that this docﬁinent, Which was generated just two months beforé
| EPA issuéd its préposed Human Testing Rule, concerns “EPA’s development of a
pOlicy related to whethgr, and how, to use human studies in Agency decision
méking” —1 e.; that it concerns thé Agency’.s develbpment of fhe Human Testing

Rule. See Wall Decl. 4 4-6 and Exs. B, E and note 3, supra. EPA’s own



under the Freedom of Information Act (“FOIA”), see Wall Decl. 942-6 (filed

concurrently), falls well within the administrative record’s scope.’

A. EPA Guidance for Implementing Section 201 of the
~ Appropriations Act Regarding Intentional Dosing Human
Toxicity Studies for Pesticides (Wall Decl., Exs. A1, A2)

Documents Al and A2 includecoi)ies of a final EPA guidance
memofandum that set forth EPA’s thén-interpretatioﬁ of Sgction 201 of the
Department of the Interior, Eﬁvironment aﬁd Related Agencies Appr'opriatiolnsv
Act, 2006, § 201, Pub. L. 109-54, 119 Stat. 499, 532 (“Section 201”), as wellas . -
emails transmitting that memorandufn to the relevant EPA offices. See Wall
Decl. 9 4-6 and Exs. A1, A2, E.* Section 201 fqrhqs_the principal basis for

Petitioners’ legal claims in this litigation; it is the statute that directed EPA to

> The documents at issue in this Motion were all generated by EPA during the
timeframe of its Rulemaking. EPA announced its intention to pursue that
rulemaking on February 8, 2005, issued a proposed rule on September 12, 2005,
and published its final rule on February 6, 2006. See 70 Fed. Reg. 6661, 6666
(Feb. 8,2005); 70 Fed. Reg. 53838 (Sept. 12, 2005); and 71 Fed. Reg. 6138 (Feb.
6, 2006). The five documents now at issue were created between June and
September 2005. See Wall Decl. Exs. A1 and A2 (appendix 2 dated Sept. 30,
2005); Ex. B (July 22, 2005); Ex. C (June 28, 2005); Ex. D (Sept. 21, 2005).

* EPA originally withheld these documents and the documents described at
Parts II.B and I1.D, below, under FOIA. See Wall Decl. ] 4-6 and Exs. A1, A2,
B, D and E. These documents were ultimately released by EPA after NRDC filed
a FOIA lawsuit. See NRDC v. OMB, 05-CV-10594 (S.D.N.Y. 2005). The EPA
descriptions of these documents cited here and at Parts I1.B and II.D are taken from
a privilege log EPA produced in support of its initial withholding decisions, before
the Agency reversed course and released the documents. Relevant excerpts of that
privilege log are attached at Wall Decl. Ex. E. Id. '
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“evidence” .and “proceedings” beforg_: EPA on this matter. 28 U.S.C. § 2112(b);
Fed. R.. _App.AP. 16(a). Thus, “[t]he complete administrative record consists of all
d(;.cl:uments and materials directly or indifectly considered by the agency.” Bar
MK Ranches v.. Yuetter, 994 F.2d 735, 739 (10th Cir. 1993).; sée Dopicp, 687 F.2d
at 654 (holding that the 'admin.i‘stratilve record encompasses the agency’s
“informatibn%ﬂ base” at time of the disputed decision); Walter O. Boswell Mem'’]
Hosp., 749 F.2d at 792 (holding that é reviewing court “should have before it
neither more nor less informaﬁon than did the agency when it made its decision”).
The APA’s “whole_ reéord” review standard assﬁres judicial access to all material,
favorable or not, before an agéncy during a rulemaking — and prevehts an agency
from withholding unfavorable materials.: See, e.g.; Dopico, 687 F.2d at 654;
Walte_r O. Boswell Mem’l Hosp., ‘749 F.2d at 792; see alsov'Uni.tebd States v. Int’l
Bhd. vof Teamsters, AFL-CIO, 156 F.3d 354, 363 (2nd Cir. 1998) (describing APAV
“whole record’f reyiew standard).’ |
The “Whole r¢cord” before EPA during its Human Testing Rulemaking
necessarily inciudes dobuments considered by EPA during that Rulemaking that
bear on the Human Testing Rule’s validity and effect. Each of the following

documents, produced by EPA to petitioner Natural Resource Defense Council

> EPA waived any claim that the material is privileged when it :consciously
produced the subject documents to petitioner Natural Resources Defense Council
under the Freedom of Information Act, 5U.S.C. § 552.
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I.  INTRODUCTION

Petitioners respectfully move for an order completing the administrative
record with five documents that were considered by EPA during the Human
Testing: Rulerﬁaking, the subject of this litigation. 71 ‘F ed. Reg. 6138 (Feb. 6,
2006); Petition for Review (February 23, 2006). The five documents include
final EPA guidance on key statutory language concerning the scope of thé Human
Testing Rule and EPA commentary on the ﬁroposed Rule itself. These
documents were before the Agency during its rulemaking, bear directly on
Petitioners’ legal claims, and are properly part of thé administrative record under
the Administrative Procedure Act’s (“APA’s) “whole fecor ” review standard. 5

U.S.C. § 706.

II. ARGUMENT

In determining whether EPA’s Human Testing Rule should be sét aside -
under the APA, this Court must “reviéw the whole‘ record 01; thbSe parts of it cited
by a party.”’ 5U.S.C. § 706; see Dopico v. Gold&chniidt, 687 F.2d 644, 654 (2nd
- Cir. 1982); Waiter O. Bojwell Mem’l Hosp. v. Heckler, 749 F.2d 788, 792 (D.C.
Cir. 1984); Thé “whole record” includes, among other things, not only the -

“findings” and “reports” on which the Human Testing Rule is based, but all

! Petitioners intend to cite the documents at issue in their merits briefing,
subject to the outcome of this motion. o
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I. INTRODUCTION

The five documents that EPA refuses to put before this Court constitute
“evidence[] and proceedings before the agency,” 28 U.S.C. § 2112(b), during the
Human Testing Rulemaking, and fit squarely within the broad, statutory
definition of the administrative record on which review must proceed,
5U.S.C. § 706. Although EPA claims it never considered three of these
documents, uncontroverted evidence shows that EPA staff working on the Rule
authored the documents, to address the Rule’s subject, during the Rulemaking.

EPA’s claim that some of the documents are “deliberative,” and thus
outside the record, mistakenly assumes that the qualified, common-law
“deliberative process” privilege automatically trumps Congress’ definition of the
record, 28 U.S.C. § 2112(b), and the requirement that judicial review proceed on
that “whole record,” 5 U.S.C. § 706. EPA has, in any event, failed properly to
invoke the deliberative process privilege here and also waived any privilege that
might otherwise apply by publicly disclosing these documents. EPA should not
be allowed selectively to exclude these public documents, which were before the
Agency during the Human Testing Rulemaking, simply because they hurt its case.
Walter O. Boswell Mem’l Hosp. v. Heckler, 749 F.2d 788, 792 (D.C. Cir. 1984)
(“To review less than the full administrative record might allow a party to

withhold evidence unfavorable to its case.”)



II. ARGUMENT

A. EPA Cannot Retrospectively Redefine the “Whole Record” to
Exclude Documents that Were Before It During the Rulemaking

The record on direct review of a rulemaking is statutorily defined fo
include all “evidence” and “proceedings” “before” the agency, 28 U.S.C. §
2112(b); Fed. R. App. P. 16(a); it normally encompasses all documents “directly
or indirectly considered” during development of a rule. Bar MK Ranches v.
Yuetter, 94 F.2d 735, 739 (10th Cir. 1993); see also Dopico v. Goldschmidt, 687
F.2d 644, 654 (2nd Cir. 1982). Here, uncontroverted evidence shows that the
three documents EPA now claims it did not “consider” were in fact squarely
before the Agency during the Human Testing Rulemaking. The Court should
reject EPA’s effort selectively to exclude these materials. Dopico, 687 F.2d at
654; see also Walter O. Boswell Mem’l Hosp., 749 F.2d at 792."

1. Documents Al & A2 Were Beforé EPA in the Rulemaking

Documents A1 and A2 encompass a final “Internal OPP Guidance for
Implementing the EPA FY 2006 Appropriations Act Provisions Regarding
Acceptance, Consideration, and Réliance on Third—Party Intentional Dosing
Human Toxicity Studies for Pesticides” (the “Guidance”). EPA’s claim that this

Guidance was not before EPA in the Rulemaking is perplexing, as the Guidance

' EPA offers no evidence to support its characterizations of most of the
documents at issue. EPA’s evidence on Document D is both irrelevant to the
issues in the motion and inadmissible hearsay. EPA Opp., Ex. 1 atq S.
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expressly addresses “What Studies Are Covered by the Appropriations Act,” and
in particular, the Appropriations Act’s requirements pertaining to “intentional
dosing human toxicity studies for pesticides” and a “final rulemaking on this
subject.” Wall Decl. (Sept. 28, 2006), Ex. A1 at 11 (emphasis in Guidance).
Moreover, contrary to EPA’s claim, no Chinese Wall “separate[d]” the
Guidance from development of the Rule. EPA Opp. at 7. The original draft of
the Guidance was circulated by William Jordan, who desc‘;ﬁbed it as “defin[ing]
key terms in the Appropriations Act.” See Colangelo Decl., Ex. F at 2. Jordan
was the EPA contact listed in the final Human Testing Rule, 71 Fed. Reg. 6138
(Feb. 6, 2006) (A1299?), and by his own admission “was assigned to develop the
Rule,” Jordan Decl. § 1 (Oct. 11, 2006). EPA empioyee John Carley then
forwarded the final Guidance to others, who he said should “share it widely.”
Wall Decl., Ex. Al at 2. Carley was the lead EPA staffer sent to an Office of
Management and Budget rﬁeeting with pesticide industry officials to discuss the
Rule. EPA Revised Index of Administrative Record, Doc. No. 711 (EPA-HQ-
OPP-2003-0132-664), available at www.regulations.gov; see also A401 (Doc.
No. 711). Another EPA employee, Ray Kent, again forwarded the Guidance to

others EPA employees, with a note he would “update this guidance as needed.”

2 References to “A[xxx]” are to the Appendix filed with Petitioners’ brief.
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Wall Decl., Ex. A2 at 1. Kent, like Carley and Jordan, was a member of EPA’s
“Appropriations Act Implementation Work Group.” /d., Ex. Al at 10.
2. Document B Was Before EPA in the Rulemaking
Document B is a fact sheet that discusses the impact on human exposure
standards if EPA used (and potential ethical problems with) a human study for the
pesticide DDVP. This fact sheet was circulated on July 22, 2005, along with

similar fact sheets on other pesticides. See Colangelo Decl

originally withheld these fact sheets under the Freedom of Information Act
(FOIA), EPA asserted that they were prepared during development of a “final
policy on the use of human studies.” Zd., Ex. G at 1. Because that final policy is
the Human Testing Rule, these documents are part of the record for that Rule.

If EPA’s admission were not enough, the evidence also shows that John
Carley — one of EPA’s lead staffer on the Rule, see supra, at 3 — was also an
author of Document B, see Colangelo Decl., Ex. G at 1; that Document B
addressed how EPA might use human studies subject to the Rule, see Wall Decl.,
Ex. B; and that Document B described ethical problems, such as dosing young
children, id., that the Appropriations Act required the Rule to address, see 119
Stat. 532. Document B thus reflects “evidence” and “proceedings” “before” EPA

during its Human Testing Rulemaking. 28 U.S.C. § 2112(b).



B.  The Deliberative Process Privilege Does Not Preclude Judicial
Consideration of Documents B, C, or D

1.  The Administrative Record Does Not Automatically
Exclude All Deliberative Documents

The deliberative process privilege is a “qualified, common law, executive

privilege.” Landry v. FDIC, 204 F.3d 1125, 1135 (D.C. Cir. 2000). As such, the
privilege must be balanced against “the public’s interest in honest, effective

government.” Texaco Puerto Rico, Inc. v. Dep’t. of Consumer Aff., 60 F.3d 867,
885 (1st Cir. 1995). In view of the requirement that judicial review occur on
“neither more nor less” than the record that was before the agency, Boswell, 749
F.2d at 792, the privilege does not shield material (such as Documents B, C and
D) that is both “germane to the decision and not duplicated elsewhere in the
record.” Suffolk Cty. v. Sec’y of Interior, 562 F.2d 1368, 1384 (2nd Cir. 1977).

It is telling that the incomplete record EPA has certified includes a number
of documents that appear at least as “deliberative” as Documents B, C and D. For
example, EPA chose to certify as part of its record an August 15, 2005
memorandum from the Department of Health and Human Services commenting
on a draft notice of proposed rulemaking (EPA-HQ-OPP-2003-0132-0242); an
internal EPA memorandum, predating EPA’s publication of a proposed Rule,
regarding the purported “consistency” of EPA’s proposed Rule Wﬁh the

Nuremberg Code (EPA-HQ-OPP-2003-0132-0247); and an internal EPA draft of



the Human Testing Rule (EPA-HQ-OPP-2003-0132-0505).> EPA presumably
certified these documents as part of the administrative record because they
constitute “evidence” and “proceedings” before the Agency, notwithstanding their
possible “deliberative” qualities. Documents B, C and D are properly part of the
record for precisely the same reason. EPA should not be allowed selectively to
exclude them because these particular documents are damaging in this litigation.

2. EPA Has Not Adequately Supported Its Invocation of the
Deliberative Process Privilege

EPA has failed properly to invoke the deliberative process privilege. As
courts have widely recognizéd, “[a]ssertion of the deliberative process privilege .
. . requires a formal claim of privilege by the head of thé department with control
over the information,” including “a description of the documents involved, a
statement by the department head that she has reviewed the documents involved,
and an assessment of the consequences of disclosure of the information.”
Northrop Corp. v. McDonnell Douglas Corp., 751 F.2d 395, 405 n.11 (D.C. Cir.
1984); accord, e.g., Landry, 200 F.3d at 1135; United States v. O’Neill, 619 F.Zd
222, 225-26 (3d Cir. 1980); In re Grand Jury Subpoena Dated Aug. 9, 2000, 218

F. Supp.2d 544, 552 (S.D.N.Y. 2002); Paul F. Rothstein & Susan W. Crump, 1

3 The first and third of these documents are available on EPA’s electronic
docket (EPA-HQ-OPP-20003-0132- ) at www.regulations.gov. Pursuant to 28
U.S.C. § 2112(b), Petitioners have requested EPA to produce the other document.
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Fed. Testimonial Privileges § 5.12 (2d ed.) (collecting cases). EPA has submitted
no such declaration or affidavit here.

Even EPA’s authorities confirm that the “proper approach” would have
been for the Agency first to “consider any document that might have influenced
the agency’s decision to be ‘evidence’” before the agency, and hence
presumptively part of the administrative record, and only then apply “any
privilege that the agency properly claims.” National Courier Ass’n v. Bd. of
Governors of Fed. Reserve Sys., 516 F.2d 1229, 1241-42 (D.C. Cir. 1975).*
Here, however, EPA did not certify an administrative record that included
document B, C, and D, and then withhold those documents under express claim
of privilege. Instead, EPA simply omitted the documents from the certified
record. Petitioners and the Court would never have known these documents
existed had Petitioners not filed a Freedom of Information Act request and then
sued EPA when it failed to respond. Wall Decl. 9 2, 4.

EPA’s approach of silently excluding from the record documents that it
contends are privileged would improperly allow an agency preemptively to

withhold material it deems unfavorable without ever identifying that material to

* Petitioners do not seek to establish “some new record made initially in the
reviewing court” by, for example, taking testimony of the defendant agency’s
officials. Camp v. Pitts, 411 U.S. 138, 139-40 (1973). Rather, Petitioners seek
completion of “the administrative record already in existence,” which Camp
teaches is precisely the proper “focal point for judicial review.” Id. at 142.
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the Court or other litigants. Such an outcome is not only inconsistent with
established deliberative process precedent, see supra, at 5-6, it is fundamentally
incompatible with the very notion of “whole record” review. See United States v.
Int’l. Bhd. of Teamsters, 864 F.2d 1225, 1230 (2nd Cir. 1989) (citing Universal
Camera Corp. v. NLRB, 340 U.S. 474 (1951)) (“In considering the record, we
examine all of the evidence, not just that supporting [the agency’s] conclusion.”);
Dopico, 687 F.2d at 654 (“Determining what constitutes an agency’s
informational base is vital, for review must be based on the whole administrative
record . . ..”). EPA’s failure to identify the privileged materials and support that
claim of privilege with an appropriate affidavit is fatal to its present defense.

3. EPA Has Waived Any Privilege Through Public Disclosure

An agency’s voluntary public disclosure of “deliberative” documents

waives the deliberative process privilege. North Dakota v. Andrus, 581 F.2d 177,
181-82 (8th Cir. 1978); Mead Data Central, Inc. v. U.S. Dept. of Air Force, 566
F.2d 242,258 (D.C. Cir. 1977); City of Virginia Beach v. U.S. Dept. of
Commerce, 995 F.2d 1247, 1253 (4th Cir. 1993). This is because the privilege
shields an agency’s internal, pre-decisional deliberations from the “chilling”
effect of public scrutiny. See, e.g., NLRB v. Sears, Roebuck & Co., 421 U.S. 132,
150 (1975) (reasoning that “frank discussion . . . might be inhibited if the

discussions were made public” and that “those who expect public dissemination



of their remarks may well temper candor”); see also Lead Indus. Ass’n v.
Occupational Safety & Health Admin., 610 F.2d 70, 82, 84 (2nd Cir. 1979). The
deliberative process privilege simply does not shield material an agency has itself
voluntarily exposed to public scrutiny. See Andrus, 581 F.2d at 179, 182
(rejecting claim that documents disclosed in unrelated litigation were privileged).

Documents B, C, and D are not privileged because EPA chose to disclose
them to the public. See Pet. Mot. at 2-3; Wall Decl. § 3, 6. EPA’s claim that its
deliberations would be dampened by disclosure of these same documents to the
Court cannot be reconciled with EPA’s public release. Wall Decl. {3, 6. Any
privilege that otherwise might apply is, therefore, waived.’

EPA responds to this point by citing inapposite decisions and out-of-Circuit
dicta. Many of EPA’s cases concern litigants’ efforts to discover documents (or
take testimony) that had not previously been made public. See, e.g., San Luis
Obispo Mothers for Peace v. NRC, 751 F.2d 1287, 1323-24 (D.C. Cir. 1984;
Checkosky v. SEC, 23 F.3d 452, 489 (D.C. Cir. 1994). In such circumstances,
judicial disclosure would presumably also have exposed the agencies’

deliberations to public scrutiny. Here, by contrast, the public damage — if any —

> The inference of waiver is especially strong here because EPA’s release of
the documents represented an affirmative abandonment of the Agency’s prior
assertion of the deliberative process privilege under FOIA Exemption 5. See Wall
Decl. 4 4-6 and Ex. E (privilege log); 5 U.S.C. § 552(b)(5) (incorporating

litigation privileges, such as the deliberative process privilege).
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has been done.® As for EPA’s reliance on the plurality dictum’ in San Luis
Obispo, 751 F.2d at 1326, that decision’s suggestion that judicial inquiry is more
“worrisome” than public disclosure is not only inconsistent with the history of
recent Washington scandals, it contravenes Congress’ command that all evidence
and proceedings before an agency be included in the administrative record for
judicial review, not simply that evidence and proceedings that the Agency wishes
to disclose to the court. 28 U.S.C. § 2112(b).

III. CONCLUSION

For these reasons, Petitioners’ motion should be granted.

% EPA’s citation to PLMRS Narrowband v. FCC, 182 F.3d 995 (D.C. Cir.
1999), is even less pertinent because that case did not discuss the scope of the
administrative record, but instead held that the evidence at issue was insufficient
to show the respondent’s stated rationale was a pretext. Id. at 1001.

7 The San Luis Obispo panel plurality declined to supplement the record
with non-public agency meeting transcripts because the exceptions under which
supplementation might have been permitted did not apply — rot because judicial
disclosure was more threatening than public disclosure. 789 F.2d at 212-13. On
en banc review, San Luis Obispo Mothers for Peace v. NRC, 789 F.2d 26, 44 (D.C.
Cir. 1986), a plurality of the full court affirmed that result without reiterating the
panel plurality’s dictum to which EPA cites. Judge Mikva, the en banc court’s
fifth vote, declined to adopt the “plurality’s attempt to safeguard agency
deliberations by an absolute judicial refusal to inspect [agency hearing] transcripts
at the threshold of inquiry.” 789 F.2d at 45.
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DECLARATION OF AARON COLANGELO IN SUPPORT OF
PETITIONERS’ MOTION TO COMPLETE THE
ADMINISTRATIVE RECORD

I, Aaron Colangelo, declare:

1. Iam amember in good standing of the bar of this Court and am a
senior attorney at petitioner Natural Resources Defense Council (“NRDC”).
I serve as counsel for NRDC in this proceeding.

2. On August 15, 2005, NRDC filed a Freedom of Information Act
(“FOIA”) request with Respondent Environmental Protection Agency
(“EPA”). EPA has subsequently released a number of documents to NRDC,
in several sequential batches, in response to this August 15, 2005 FOIA
request (hereinafter, the “Human Testing FOIA request”). EPA had some of
the released documents delivered to me, directly, and had the remaining
released documents delivered to other NRDC personnel. NRDC has
maintained all records of these communications, including all documents
released by EPA in response to the Human Testing FOIA request, in the
course of its regularly conducted activities. I am familiar with these records.

3. The documents attached as Exhibits F and G to this Declaration
are true and correct copies of documents EPA produced in response to the

Human Testing FOIA Request, identified by document tracking numbers

1310 (Exhibit F) and 1125 (Exhibit G).



I declare under penalty of perjury that the foregoing is true and correct
to the best of my knowledge, information, and belief.

Dated: Washington, District of Columbia
October 23, 2006

Aaron Colangelo
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Document Log . L 8 Review Status = Pending

Exemption/Privilege = Ex. 5 -- Deliberative Process

Privilege

Studies Provision i

{From
William Jordan/DC/USEPA/US
cc
Re: Guiance on the'Appropia‘tio-ns Act Human : 09/28/2005 % Emait w/o attachment

Ex. 5 -- Deliberative Process: Privilege ~

Exemption 5: Effect of Appropriations legislation. The withheld. information in this document concerns
EPA’s actions in response to the promulgation of legislation discontinuing the Agency’s reliance on
human studies. In August 2005, the President signed an Appropriations Act that discontinued reliance
on third-party, intentional human dosing toxicity studies in its decision-making under FIFRA and
FFDCA unti! the Administrator issues a final rulemaking on this subject. The Act also mandated that
the rule (1) shall not permit the use of pregnant women,.infants or children as subjects; (2) shall be
consistent with the principles proposed in the 2004 report of the National Academy of Sciences on
intentional human dosing and the principles of the Nuremberg Code with respect to human
experimentation; and (3) shall establish an independent Human Subjects Review Board. The withheld
information in this document concerns a draft internal guidance document providing recommended
actions and considerations for implementing the Appropriations Act. The discussions are predecisional
and deliberative because the Agency’s was still considering the issue at the time the document was.
created. The withheld information does not reflect final Agency action. Release would have a chilling
effect on Agency decision-making and on open and frank discussions and consultations among EPA
staff and managers. In addition, these discussions contained the Agency’s consideration of options
and represent attorney-client privileged communications. The discussions contain confidential
discussion between EPA staff and EPA attorney’s related to the potential Agency actions in response to
the court’s opinion. The communications are privileged because they contain discussions in which EPA
staff sought legal advice from EPA attorneys. Release of this material would allow public scrutiny of
‘sensitive, confidential communications between the attorneys and clients. The withheld mformatlon
was not circulated outside of the federal government .

Release in Part/Withhold in Part : Document is predecisional and deliberative,

T ' because the project was on-going when the
document was drafted, the drafter lacked
decision-making authority. Release would have a
chilling effect on Agency decision-making -

. processes and cause public confusion about the
reason for an Agency decision.

‘Open Notation 1 | OpenNotation2 | . Notationi | -Aipha Notation 2

None

i Do_cument Body

EAs.

——

SR

.‘,l P

by



=

William To
Jordan/DC/USEPA/US. . I

09/28/2005 11:00 AM

ot

bece

Subject

‘Burgess/DC/USEPA/US@EPA, Nicole

William Sette/DC/USEPA/US@EPA

Aubrey Miller/EPR/R8/USEPA/US@EPA, Bruce
Rodan/DCIUSEPA/US@EPA, Cary
Secrest/DC/USEPA/US@EPA, Charlotte
Bertrand/DC/USEPAIUS@EPA, Dennis
Utterback/DC/USEPA/US@EPA, Diana-M
Wong/DC/USEPAJUS@EPA, Elizabeth
Doyle/DC/USEPA/US@EPA, Ernest

_Falke/DCIUSEPAUS@EPA, Gregory

Miller/DC/USEPA/US@EPA, Hal
Zenick/RTP/USEPA/JUS@EPA, Iris
Camacho/DC/USEPAJUS@EPA, John
Carley/DC/USEPA/US@EPA, Joyce
Jatko/DC/USEPAJUS@EPA, Karen
Martin/RTP/USEPA/US@EPA, Keith
Matthews/DC/USEPA/US@EPA, Kent
Thomas/RTP/USEPA/US@EPA, Kevin -
Teichman/DC/USEPA/US@EPA, Larry
CupityRTP/USEPA/US@EPA, Lee
Tyner/DC/USEPAIUS@EPA, Margaret

- Jones/RE/USEPA/US@EPA, Maryann

Suero/R5/USEPA/US@EPA, Michael
Firestone/DC/USEPA/US@EPA, Michele

Paquette/DC/USEPA/US@EPA, Peter
Preuss/DC/USEPA/US@EPA, Philip
Ross/DCAISEPA/US@EPA, Ray
Kent/DC/USEPA/US@EPA, Richard
Hermann/RTP/USEPA/US@EPA, Roger
Contesi/DC/USEPA/US@EPA, Suhair
Shallal/DC/USEPA/US@EPA, Tanya
Maslak/DC/USEPA/US@EPA, William
SettelDC/USEPA/US@EPA

" Re: Gurdance on the Appropnauons Act Human Studies
Provrsron.

As you should know, the FY 2006 Appropriations Act for EPA contains a provision prohibiting use of funds
made available under that law to conduct certain kinds of human research, as weil as 1o accept, consider,
and rely on third-party, intentional dosing, human toxicity studies for pesticides. This provrsron remains in

force-until EPA issues a final human studles rufe.

OP_P is developing a guidance document that deﬂn.es key terms in the Appropriations Act and explains
what types of actions EPA is {and is not) allowed to take. See the attached file. )

Guidance - BJ 9-28-05 cleandoc -

We recommend that qther offices in EPA consrder deveioprng gurdance 1o address how your

' organlzatrons will implement this statutory requirement.

Since the prohrbltions in the Appropriations Act become effective on October 1, 2005, OPP will issue thrs
gurdance very soon Therefore I NEED ALL COMMENTS BY NOON ON FRIDAY SEPTEMBER 30.

There are Several pieces of the gurdance that are likely to be of special interest to organizations outside

OPP.

SBrNR

-

M '

. f
eyl
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Feel free to call or e-mail if ydu have any questions.

. Thanks,
Bill

William L. Jordan

Senior Policy Adviser

Office.of Pesticide Programs -- Mail code 7501C
U. S. Environmental Protection Agency .

1200 Pennsylvania Avenue, NW

Washington, DC 20460 -

(703) 305-1049 (voice)

(703) 308-4776 (fax)

Arge

, ‘li.lil_:.l Wy ‘-'l-"

ik |

By
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Document Log €2 Review Status = Pending
Exemption/Privilege = Ex. 5 -- Deliberative Process

Privilege

Linda Murray/DC/USEPA/US Margne Fehrenbach/DC/USEPA/US@EPA
e o BCC
Subject " Date/Time _____ DocumentType _
the 'facts' as 'we' understand them 2day! 07/22/2005 04:59 PM Email w/ attachment
_TrackingNumber ' Pages _ _ ______ Exemption/Priviiege ]
EPA-1125 Ex. 5 -- Deliberative Process Privilege
De§ e+ “,_ - — S—

Exemption 5: Human Studies Briefing

The withheld information in this document concerns a staff briefing of Agency management related to
EPA‘s development of a policy related to whether, and how, to use human studies in Agency decision
making. In December 2001, EPA (1) issued a press release stating that, among other things, while
the NAS studied the issue, third-party intentional dosing studies conducted for the purpose of
identifying or quantifying toxic effects would not be considered or relied on by the Agency in its
regulatory actions, unless consideration of such data were legally required or necessary to protect
public health; and (2) asked the NAS to advise the Agency on the many difficult scientific and ethical
issues associated with the consideration of such human studies. The withheld information was
generated for internal discussion as part of the Agency’s process in determining the Agency’s final
policy on the issue. The document contains information discussed by staff for presentation to
management for consideration and updates to management on staff progress on action items related
to the development of the Agency policy. The withheld information is predecisional because it was
generated prior to the Agency’s final policy on the use of human studies. The withheld information is

deliberative because it contains options being considered by staff and management in developing the .

Agency’s policy. Release would have a chilling effect on Agency decision-making and on open and
frank discussions and consuitations among EPA staff and managers. These discussions also contain
confidential communications between Agency staff and the Agency’s attorneys in which the Agency’s
staff sought legal advice. Release of this material would aliow public scrutiny of sensitive, confidential
communications between the attorneys and clients. The withheld information was not circulated
outside of the federal government

;_Release/W|thhold Stat]:é B . Explain ReleaéE}Withhol‘agt;tﬂasm-

eT—

Release in Part/Withhold in Part = _—

S Optional Notational Fields
Open Notatlon 1 OpenNotation2 . Notation1 . __Alpha Notation 2

None None

Document Body

Margie,

Here are the ‘fact sheets' (per Suéie's request) for Aldicarb, AZM, Carbofuran, DDVP and MITC -- which

now .
incorporate John Carley's ethics reviews re-writes AND HED's revisions.

b



So00000000, speaking for SRRD, HED and John C... we believe we are 'done’ with thesel
(and, don't burst our bubbie eitheri!l)

A

-~

DDVP-Human Studies Fact Sheet.22 July 2005.00C

MITC-Human Studies Fact Sheet July 22..doc

Here also is our most recent version of the table prepared in response to Susie's "Defense" request

(e-note to Jim) that
includes the projected dates for upcoming rereg/tolerance reassessment actions/activities that involve -
intentional )

- exposure human tox studies... - -7

Linda Keola P. Murray ("Pineapple”)
Special Assistant to the Director .
Special Review and Reregistration Division (7508C) N
Office of Pesticide Programs; OPPTS/U.S. EPA -
phone: 703-305-5401
fax:  703-308-8005
email: Murray.Linda@epa.gov
mailing address: U.S. Environmental Protection Agency

Ariel Rios Building (7508C)

1200 Pennsylvania Avenue



Washington, DC 20460
office/deliveries location: 1801 South Bell Street
Crystal Mall # 2 (Rm 604-N)
Arlington, VA 22202



DRAFT-CONFIDENTIAL-INTERNAL-DELIBERATIVE

“Aldicarb [7/22/05 @ 12:00 PM]

Protecting Human Health and the Environment

EPA meets its responsibilities for protecting public health and the environment by
collecting and reviewing the best available scientific information to understand how air
and water pollutants, pesticides, hazardous wastes, industrial chemicals, and other
environmental substances may affect human health and the world we live in. The
Agency typically reaches its regulatory decisions by considering a wide range of
information about each substance including toxicity - its potential to cause harm, and
* through exposure - how and at what levels people may be exposed to the substance. By
combining information on toxicity with estimates of exposure, EPA can assess the risk
posed by a substance, and decide whether the amount of it released into the environment
needs to be regulated.

Human Data Submitted to the Agency for Aldicarb

In assessing the potential toxicity of aldicarb to humans, EPA reviewed data from
multiple scientific studies and used a "weight of evidence" approach. Specifically, the
Agency looked at data from all available types of animal and human toxicity studies and
carefully examined the scientific strengths and weaknesses of each study. EPA then
considered the database and made a judgment based upon the "weight of evidence.” The
Agency does not automatically give controlling weight to one type of study or tally the
number of studies. Instead, the "weight of evidence" judgment involves evaluating the
quality and robustness of each individual study, giving greater weight to better mun
studies, and then looking across all of the studies to decide what the preponderance of the

data shows. » -

In the case of aldicarb, the Agency reviewed one study using human subjects- a single
oral dose study conducted by Inveresk Resedrch International and BCG Ltd. in 1992.
The study was designed to investigate cholinesterase activity following a single oral dose
of aldicarb. A total of 38 men and 9 women took part in the study. Following an
overnight fast, subjects were dosed with aldicarb or placebo in orange juice at breakfast.
Cholinesterase activity was monitored hourly for the first 6 hours post dose and at 24
hours post dose. The study consisted of several phases/sessions such that all subjects
were not dosed during the same time frame. While the Agency has not made any final
risk assessment decisions, this study was considered in the preliminary risk assessment.

Aldicarb Acute Toxicity Study

The aldicarb oral acute human toxicity study is valuable to EPA. Effects were observed,
at common dose levels in both the animal and human studies. Although the Agency
relied on animal data (in young rats) to establish a toxicity endpoint (effect of concern),
the safety factor that is usually applied when only animal studies are used was able to be
reduced while still being protective of human health.

-
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Ethics Review

In a recent policy statement published in the Federal Register, the Agency announced that
“EPA will continue to generally accept scientifically valid studies unless there is clear
evidence that the conduct of those studies was fundamentally unethical (e.g., the studies
were intended to seriously harm participants or failed to obtain informed consent), or was
significantly deficient relative to the ethical standards prevailing at the time the study was
conducted. The Agency notes that this approach is consistent with Recommendation 5-7
of the February 2004, NAS report.” 70 Fed. Reg. 6661, February 8, 2005. The human
study identified above was reviewed under this standard, and the complete ethics review
is available in the docket. This review concluded that there was no clear evidence that
the study was either fundamentally unethical or significantly deficient relative to the
ethical standards prevailing at the time it was conducted, and thus the data from this study
may be considered in the Agency’s assessment. Nonetheless, when compared to
contemporary ethical standards, the following ethical concerns about the study were
identified:
e The informed consent materials misleadingly characterize aldicarb as a drug, and
are significantly incomplete with respect to the risks to the subjects. -
e There is suggestive evidence that the investigators did not follow through on their
commitment to exclude all but post-menopausal or surgically sterile women.
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AZM (Draft 7/22/05; 12:00 pm)

Protecting Human Health and the Environment

EPA meets its responsibilities for protecting public health and the environment by collecting and
reviewing the best available scientific information to understand how air and water pollutants,
pesticides, hazardous wastes, industrial chemicals, and other environmental substances may affect
human health and the world we live in. The Agency typically reaches its regulatory decisions by
considering a wide range of information about each substance including toxicity -- its potential to
cause harm, and through exposure -- how and at what levels people may be exposed to the
substance. By combining information on toxicity with estimates of exposure, EPA can assess the
risk posed by a substance, and decide whether the amount of it released into the environment needs

to be regulated.
'Human Studies Submitted to the Agency for AZM (Azinphos-Methyl)

In assessing the potential toxicity of AZM to humans, EPA reviewed data from multiple scientific
studies and used a “weight of evidence” approach. Specifically, the Agency looked at data from all
available types of animal and human toxicity studies and carefully examined the scientific strengths
and weaknesses of each study. EPA then considered the database and made a judgment based upon
the “weight of evidence.” The Agency does not automatically give controlling weight to oné type of
study or tally the number of studies yielding a particular result and simply rely on the outcome with
the largest number of studies. Instead the “weight of evidence” judgment involves evaluating the
quality and robustness of each individual study, giving greater weight to better run studies, and then
looking across all of the studies to decide what the preponderance of the data shows.
In the case of AZM, the animal testing database is complete. An IRED (Interim Reregistration
Eligibility Decision) was issued in October, 2001, phasing out many uses based upon concems for
workers and the environment. Several critical uses were retained, pending development of crop -~
specific monitoring and other data. Some of the remaining uses are scheduled for phase-out by the -
end of 2005. The remaining critical uses are scheduled for re-evaluation, and EPA intends to make a
decision on the continued use of AZM for these remaining uses by the end of 2005. In addition to
the required data with laboratory animals, three studies using human subjects are available for EPA
review. The Agency has not yet decided whether any of these studies with human subjects will be
used in the reevaluation of the remaining uses of AZM. The human studies available for AZM

include:

1. A single dose oral study, sponsored by the registrant Bayer, was conducted in 1998 at
Inveresk Clinical Research in Scotland, with 50 adult human subjects, to establish a no
observed adverse effect level (NOAEL) for cholinesterase inhibition. The study was well
designed sound and ethically acceptable.

Use of the human study would lower the estimated acute dietary risk by approximately 10-fold.
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In the Agency’s IRED for AZM that was completed in 2001, the acute dietary risk was not of .
concern using animal data. The acute study with human subjects increases our confidence that acute
dietary exposure was not underestimated in our 2001 assessment.

2. A repeat dose oral study, sponsored by the registrant Bayer, was conducted in 1999 at
Inveresk Clinical Research in Scotland, with 12 adult male volunteers. The study was
designed to determine if a single dose for 28 consecutive days could be established as a
NOAEL for cholinesterase inhibition. The study was well designed, scientifically sound and

ethically acceptable.

The repeat dose study can be used for both the short and intermediate term occupational risk
assessments and would result in the estimated occupational risk being significantly less than
calculated with the animal data.

3. A dermal absorption study, sponsored by Bayer, was conducted in 1999 in the Netherlands,
with 18 adult males. Radiolabelled AZM was applied to the skin on the forearms of the
subjects for 8 hours at 3 different dose levels with six subjects being dosed at each dose level.
The study was well designed and ethically acceptable.

The metabolism study with human subjects demonstrated a wide range of dermal absorption ranging
from as low as 11% to as high as 51%, but average values were from 21.89% to 29.32%. A factor
of 42% based on animal data was already being used for dermal absorption of AZM. The study
with human subjects confirms that dermal absorption was not underestimated in the previous AZM
assessment.

Ethics Review ' .

In a recent policy statement published in the Federal Register, the Agency announced that “EPA will
continue to generally accept scientifically valid studies unless-there is clear evidence that the conduct
of those studies was fundamentally unethical (e.g., the studies were intended to seriously harm =~
participants or failed to obtain informed consent), or was significantly deficient relative to the ethical
standards prevailing at the time the study was conducted. The Agency notes that this approach is
consistent with Recommendation==7 of the February 2004, NAS report.” 70 Fed. Reg. 6661,
February 8, 2005. The human studies identified above were reviewed under this standard, and the
complete ethics reviews are available in the docket. These reviews concluded that there was no clear
evidence that the studies were either fundamentally unethical or significantly deficient relative to the
ethical standards prevailing at the time they were conducted, and thus the data from these studies
may be considered in the Agency’s assessment. Nonetheless, when compared to contemporary
ethical standards, the following ethical concerns about each study were identified:

Single and repeated-dose oral studies:

. Consent agreement is between subjects and an unidentified “supervising doctor” and
“company”
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. Subject information does not address benefits of the research or their distribution, or identify -
the sponsor of the research .

. Ethics committee oversight is incompletely documented ’

Metabolism study:

. Subject information does not address benefits of the research or their distribution

. Consent agreement uses the threat of “fines” and withholding of compensation to enforce
discipline
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Carbofuran [22 July 2005 @ 12:00 PM] o

Protecting Human Health and the Environment

Al

EPA meets its responsibility for protecting public health and the environment by collecting and
reviewing the best available scientific information to understand how air and water pollutants,
pesticides, hazardous wastes, industrial chemicals, and other environmental substances may affect
human health and the world we live in. The Agency typically reaches its regulatory decisions by
considering a wide range of information about each substance including toxicity -- its potential to
cause harm, and through exposure -- how and at what levels people may be exposed to the
substance. By combining information on toxicity with estimates of exposure, EPA can assess the
risk posed by a substance, and decide whether the amount of it released into the environment needs

to be regulated.

Human Studies Submitted to the Agency for Carbofuran

-

In assessing the potential toxicity of carbofuran to humans, EPA considered data from multiple
scientific studies and used a “weight of evidence” approach. Specifically, the Agency looked at data
from all available types of animal and human toxicity studies and carefully examined the scientific
strengths and weaknesses of each study. EPA then considered the full database and made a
judgment based upon the “weight of evidence”. The Agency did not automatically give controlling
weight to one type of study or tally the number of studies yielding a particular result and simply rely
on the outcome with the largest number of studies. Instead the “weight of evidence” judgment
involves evaluating the quality and robustness of each individual study, giving greater weight to
better run studies, and then looking across all of the studies to decide what the preponderance of the

data shows.

-

Although human studies were reviewed for the carbofuran preliminary risk assessment, none were .
used. A 1976 human oral study and 1977 and 1978 human dermal studies were examined but none
were found useful for risk assessment purposes due to serious deficiencies including: dosing errors,.-
missing clinical data, too few subjects. These studies were also not useful for risk assessment
purposes due to technical problems, for example the use of a nonspecific substrate (the material on
which an enzyme works) for evaluation of red blood cell cholinesterase (the enzyme that breaks
down and inactivates a chemical transmitter in the central nervous system known as acetylcholine).

The higher quality and better-designed and conducted chronic animal study was deemed to be more
suitable for risk assessment purposes than the human oral study.
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DDVP (Draft 7/22/05; 12:00 PM)

K

Protecting Human Health and the Environment

EPA meets its responsibilities for protecting public health and the environment by collecting and
reviewing the best available scientific information to understand how air and water pollutants,
pesticides, hazardous wastes, industrial chemicals, and other environmental substances may affect
human health and the world we live in. The Agency typically reaches its regulatory decisions by
considering a wide range of information about each substance including toxicity -- its potential to
cause harm, and through exposure -- how and at what levels people may be exposed to the
substance. By combining information on toxicity with estimates of exposure, EPA can assess the
risk posed by a substance, and decide whether the amount of it released into the environment needs

to be regulated.
Hﬁman Studies Submitted to the Agency for Dichlorves (DDVP)

In assessing the potential toxicity of DDVP to humans, EPA reviewed data from muitiple scientific
studies and used a “weight of evidence” approach. Specifically, the Agency looked at data from all
available types of animal and human toxicity studies and carefully examined the scientific strengths
and weaknesses of each study. EPA then considered the database and made a judgment based upon
the “weight of evidence.” The Agency does not automatically give controlling weight to one type of
study or tally the number of studies yielding a particular result and simply rely on the outcome with
the largest number of studies. Instead the “weight of evidence” judgment involves evaluating the
quality and robustness of each individual study, giving greater weight to better run studies, and then
looking across all of the studies to decide what the preponderance of the data shows.
In the case of DDVP, while the Agency has not made any final risk assessment decision, 2 human
studies were considered in the revised risk assessment. The first study was a 1997 repeated dose oral
study in which male volunteers were administered DDVP daily for 21 days to determine the effects-~
of DDVP exposure on the nervous system. Specifically, researchers were attempting to monitor the-
red blood cell (RBC) levels of cholinesterase (ChE), an enzyme which is critical to the proper
functioning of the nervous system.._Suppressed cholinesterase levels can result in dizziness, nausea,
trembling, breathing difficulty, and in extreme cases, convulsions and death. In this study,
cholinesterase activity was monitored 8 times during the 21-day dosing period, and one time during
the week following dosing. The doses where effects were seen in this study were consistent with
available toxicity studies performed on rats. As compared to animal data alone, use of the data from
this human study to assess residential and occupational risks results in about a 3-fold increase in the
amount of DDVP exposure deemed acceptable for the protection of human health. .

The second human study used in the revised DDVP risk assessment was a 1967 residential exposure ~
study (“Arizona II study”). In that study, DDVP impregnated resin strips were studiedin a -
residential setting in Tucson, Arizona. There were 64 human subjects from 15 families, including 29
adults and 35 children. Strips were placed in the homes at the rate of one strip per 1000 cu feet (the
rate approved on the registered pesticide label). Atmospheric concentrations of DDVP were

measured throughout the study. All participants received thorough medical evaluations including
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plasma and RBC ChE determinations, clinical chemistry evaluations, and physician evaluations. All -
complaints and symptoms were also recorded. In 2002 the original data from this exposure study

was re-analyzed to estimate the effects of long-term inhalation exposure at various concentrations on
the exposed subjects. This re-analysis involved no additional exposures of any human subjects to
DDVP. As with the repeated dose study referenced above, the results from this human study were
consistent with those from a two-year rat inhalation study. Employing this study in the risk
assessment would allow about a 10-fold increase in the amount of DDVP exposure considered
acceptable for the protection of human health

Ethics Review

In a recent policy statement published in the Federal Register, the Agency announced that “EPA will
continue to generally accept scientifically valid studies unless there is clear evidence that the conduct
of those studies was fundamentally unethical (e.g., the studies were intended to seriously harm
participants or failed to obtain informed consent), or was significantly deficient relative to the ethical
standards prevailing at the time the study was conducted. The Agency notes that this approach is
consistent with Recommendation 5-7 of the February 2004, NAS report.” 70 Fed. Reg. 6661,
February 8, 2005. The human studies identified above were reviewed under this standard, and the
complete ethics reviews are available in the docket. These reviews concluded that there was no clear
evidence that the studies were either fundamentally unethical or significantly deficient relative to the
ethical standards prevailing at the time they were conducted, and thus the data from these studies
may be considered in the Agency’s assessment. Nonetheless, when compared to contemporary
ethical standards, the following ethical concerns about each study were identified:

21-day repeated dose study:

e The absence of documentation supporting the assertions of ethical conduct makes it very.
difficult to judge the credibility of those assertions. It is quite unusual for studies from this
period to contain so little documentation of ethical factors. Deficient documentation to
support the assertions of informed consent and ethical oversight does not in itself provide
evidence that the ethical conduct of this study was substantively deficient relative to
standards prevailing when it was conducted.

—

The residential exposure study (“ATizona II"):

e Extremely limited information about ethical factors (not unusual for studies from this
period.)
¢ Exposure of whole families, including young children

e
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MITC (Draft 7/22/05; 12:00 PM)

Protecting Human Health and the Environment

EPA meets its responsibilities for protecting public health and the environment by collecting and
reviewing the best available scientific information to understand how air and water pollutants,
pesticides, hazardous wastes, industrial chemicals, and other environmental substances may affect
human health and the world we live in. The Agency typically reaches its regulatory decisions by
considering a wide range of information about each substance including toxicity -- its potential to
cause harm, and through exposure -- how and at what levels people may be exposed to the
substance. By combining information on toxicity with estimates of exposure, EPA can assess the
risk posed by a substance, and decide whether the amount of it released into the environment needs

to be regulated.
Human Studies Submitted to the Agency for MITC (Methyl Isothiocyanate)

MITC is generated when dazomet, metam sodium, and the related chemical metam potassium (other
pesticide chemicals) are used as soil fumigants. In assessing the potential toxicity of MITC to
humans, EPA reviewed data from multiple scientific studies and used a “weight of evidence”
approach. Specifically, the Agency looked at data from all available types of animal and human
toxicity studies and carefully examined the scientific strengths and weaknesses of each study. EPA
then considered the database and made a judgment based upon the “weight of evidence.” The
Agency does not automatically give controlling weight to one type of study or tally the number of
studies yielding a particular result and simply rely on the outcome with the largest number of
studies. Instead the “weight of evidence” judgment involves evaluating the quality and robustness of
each individual study, giving greater weight to better run studies, and then looking across all of the
studies to decide what the preponderance of the data shows.

In the case of MITC, the Agency has a limited database available to review. The Agency reviewed-~
one eye irritation human study that supported a tougher exposure limit than the animal laboratory
tests would. This study was performed in 1994-1995 at the School of Medicine, University of
California, Davis. It was designed.to determine the concentrations of MITC vapor that would
produce no observable irritation responses in the eyes of normal, human volunteer test subjects.
Thirty-three healthy males and females wore goggles into which air with measured concentrations of
MITC was routed, and exposure continued for durations from a few minutes to 8 hours. The effects
measured included subjective judgments of irritation, blink rate, tearing and visual acuity. EPA
regards these effects as-a surrogate for respiratory effects (e.g., lung, nasal). EPA determined that
the study appears to have been in compliance with scientific and ethical standards in place at the
time it was performed (an approach recommended by the National Academies of Science). While
the Agency has not made any final risk assessment decision, this study was considered in the
preliminary risk assessment.

A second human study (an odor threshold study) was conducted in 1994 by the same researcher and
submitted to EPA in support of MITC. The Agency does not intend to use the odor threshold study
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because it did not provide information useful for the risk assessment and it has significant ethical
deficiencies. -

A

" MITC Eye Irritation Study

The MITC eye irritation study is valuable to EPA. This study using human subjects shows that
humans are the most sensitive species in their response to MITC, which can cause adverse effects to
people at exposure levels one-fourth the lowest level causing adverse effects in test animals. The
MITC eye irritation study thus justifies stronger regulatory actions to protect public health. Using
animal tests alone could lead EPA to allow four times as much MITC exposure as the Agency thinks
would be safe. Using the MITC study, therefore, enables EPA to be more protective in regulating

bystander exposure.

Some stakeholders have noted that EPA normally would not regulate a pesticide on the basis of
acute eye irritation. The Agency usually would handle this type of risk concern on a product-
specific level. This is true; however, in assessing acute active ingredient chemical risks, the Agency
usually is focused on acute worker risks of concern, which can be addressed by requiring the use of
protective eyewear. The soil fumigants are different in that acute eye irritation risks to bystanders
are of concern, as borne out by a number of incidents in communities where the fumigants have been
used and have moved off treated fields, causing eye irritation and more serious health effects among
bystanders. Requiring use of protective eyewear is not a practical mitigation measure to address
bystander risks. In this situation, therefore, EPA believes that it would be appropriate and protective
to use the eye irritation effect found in this human study to protect bystanders from risks associated
with exposure to MITC.

Ethics Review

In a recent policy statement published in the Federal Register, the Agency announced that “EPA will
continue to generally accept scientifically valid studies unless there is clear evidence that the conduct
of those studies was fundamentally unethical (e.g., the studies were intended to seriously harm
participants or failed to obtain informed consent), or was significantly deficient relative to the ethicaf
standards prevailing at the time the study was conducted. The Agency notes that this approach is
consistent with Recommendation 5-7 of the February 2004, NAS report.” 70 Fed. Reg. 6661,
February 8, 2005. The human eye-irritation study identified above was reviewed under this standard,
and the complete ethics review is available in the docket. This review concluded that there was no
clear evidence that the study was either fundamentally unethical or significantly deficient relative to
the ethical standards prevailing at the time it was conducted, and thus the data from this study may
be considered in the Agency’s assessment. Nonetheless, when compared to contemporary ethical
standards, the following ethical concerns about the study were identified:

Wl

o documentation of risk reduction and societal benefits is weak
¢ There is a possibility of subtly coercive recruitment of the investigator’s students
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Projected Dates for Upcoming Reregistration/Tolerance Reassessment Actions/Activities

That Involve Intentional Exposure Human Toxicity Studies
as of July 22, 2005

Chemical Error Correction Review Anticipated Public Release | Anticipated Decision Date
(Phase 3 or 5)

Amitraz

Aldicarb

,i |

Malathion

Carbofuran

AZM (Azinphos Methyl)
DDVP (Dichlorvos)

Chloropicrin

Metam Sodium/MITC

Dazomet/MITC §

Dimethoate

Oxytetracycline




UNITED STATES COURT OF APPEALS
FOR THE SECOND CIRCUIT

NATURAL RESOURCES DEFENSE )
COUNCIL )
~ ) No. 06-0820-ag (L)
Petitioner, ) and consolidated petitions
: : ) Case No. 06-1895-ag (CON)
V. ) Case No. 06-2149-ag (CON)
, ) Case No. 06-2360-ag (CON)
U.S. ENVIRONMENTAL )
)
)
)

PROTECTION AGENCY

Respondent.

RESPONDENT EPA’S OPPOSITION TO PETITIONERS’ MOTION
TO COMPLETE THE ADMINISTRATIVE RECORD

I. INTRODUCTION

Petitioners challengé a rule titled “Protections for Subjects in Human
Research” (the “Research Rule”), which significantly strengthens and expands the
protections for subjects of human research when such studies are intended for
submission to the United States Environmental Protection Agency (“EPA”) under
the Federal Food, Drug, and Cosmetic Act (“FFDCA?”) and the Federal Insecticide,
Fungicide and Rodenticide Act (“FIFRA”). EPA filed a revised certified index to
. the administrative record for thé Research Rule on June 23, 2006. The certified

index contains over 700 documents considered by EPA as part of its rulemaking



process.

The five documents Petitioners seek to add to the administrative record
should not be iﬁcluded in the record because they either were not considered by
EPA in connection with the Research Rule or are deliberative in nature, or both.
Petitioners’ Documents Al and A2 are internal guidance prepared to assist EPA
staff in complying with a provision of the 2006 Appropriations Act that prohibited
EPA’s use of human research studies prior to promulgation of the Research Rule.
These guidance documents were not considered in development of the Research
Rule. Document B, a draft fact sheet oﬁ the chemical DDVP, is a preliminary
document that relates to risk assessments relevant to a separate EPA
decisionmaking i)rocess regarding the chemical DDVP, and not the Research Rule.

Documents B, C and D are deliberative, internal communications between
EPA personnel that do not form part of the record upon which EPA bases its
action. As discussed below, in order to ensure open communication and the free
exchange of ideas and opinions through an agency’s decisionmaking process, and
to prevent plaéing a chill on such communications, deliberative documents should
be excluded from the record for judicial review. Courts have routinely recognized
that the rationale for this general rule applies to all deliberative documents, even if

publicly available. Document B is a draft staff-level analysis of the impact of



using human studies on the DDVP risk assessment, intended to inform
management in the decisionmaking process on DDVP. Document C is a
deliberative memorandum prepared by an EPA employee reflecting internal, staff-
level comments. Document D is handwritten notes reflecting a brieﬁng of a
manager on the status of the rulemaking. Documents B, C and D reflect tentative
EPA positions embodied 1n draft or preliminary documents that are not properly
included in the administrative record.
II. BACKGROUND

A. Regulation of Pesticides Under the FFDCA and FIFRA

FFDCA Section 408(b)(1) authorizes EPA to establish, by regulation,
“tolerances” that set the maximum permissible levels of pesticide residues in or on
foods. 21 U.S.C. § 346a(b)(1). EPA is to establish regulations setting a tolerance
for a pesticide residue or, in appropriate cases, an exemption from the tolerance
requirement, only if EPA determines that tﬁe tolerance or exemption is “safe.”
FFDCA section 408(b)(2)(A)(i), 21 U.S.C. § 346a(b)(2)(A)().

Under FIFRA, EPA regulates the sale, distribution, and use of pesticides
through a licensing or registration program. Regulation of pesticides under
FIFRA and the FFDCA is closely linked. Under FIFRA, EPA may not issue a

registration for a pesticide use that has “unreasonable adverse effects on the



environment.” See FIFRA section 3(c)(5) & (7), 7 U.S.C. § 136a(c)(5) & (7).
B. Protections for Subjects in Human Research |

Human tesﬁng to determine the effects of therapeutic drugs and other
chemicals, including pesticides, has been undertaken and the results submitted to
the United States government for many years. To assure the protection of
individuals participating in human testing that EPA conducts or supports, EPA
implemented the “Common Rule” in 1991, codified at 40 C.F.R. Part 26.

In 2005, Congress passed Section 201 of the Department of the Interior,
Environment and Related Agencies Appropriations Act for 2006, Public Law No.
109-54, § 201, 119 Stat. 499, 531 (the “Appropriations Act”), which addressed
EPA’s policies related to the use of human testing. Congress specified that none
of the funds made available by the Appropriations Act may be used by EPA to
“accept, consider or rely on third-party intentional dosing human toxicity studies
for pesticides, or to conduct intentional dosing human toxicity studies for
pesticides until the Administrator issues a final rulemaking on this subject.”
Congress further required that the ﬁnél rulemaking “shall not permit the use of
pregnant women, infants or children as subjects; [and] shall be consistent with the
- principles proposed in the 2004 report of the National Academy of Sciences on

intentional human dosing and the principles of the Nuremberg Code with respect



to human experimentation . ...” Id.
On February 6, 2006, EPA promulgated the Research Rule pursuant to the
requirements, inter alia, of the Appropriations Act.
III. SCOPE OF REVIEW
The standard and scope of review applicable to judicial review of the
Research Rule is found in the Administrative Procedure Act (“APA”), 5 U.S.C. §
706. Pursuant to the APA, this court reviews the Research Rule based on the
record the agency presents to the reviewing court. Florida Power & Light Co. v.
Lorion, 470 U.S. 729, 743-44 (1985); National Audubon Soc’y v. Hoffman, 132
F.3d 7, 14 (2d Cir. 1997). See also 5 U.S.C. § 706 (courts “shall review the whole
‘record or those parts of it cited by a party”). When there is a contemporaneous
explanation of the agency decision, the validity of that action “must stand or fall
on the propriety of that finding, judged of course, by the appropriate standard of
review,” and thus “the focal point for judicial review should be the administrative
record already in existence, not some new record made initially in the reviewing
court.” Camp v. Pitts, 411 U.S. 138, 142-»143 (1973). |
The record for judicial review in this case consists of "(1) the order
involved; (2) any findings or report on which it is based; and (3) the pleadiﬁgs,

evidence, and other parts of the proceedings before the agency." Fed. R. App. P.
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16(a). The agency is responsible for maintaining the documents received and
prepared in connection with a rulemaking, and for certifying the administrative
record. Fund for Animals v. Williams, 245 F. Supp. 2d 49, 56-57 (D.D.C. 2003).
The record presented by the agency is entitled to a presumption of regularity;
courts assume that the agency properly designated the record absent clear evidence
to the contrary. Citizens to Preserve Overton Parkv. Volpe, 401 U.S, 402, 415
(1971); Bar MK Ranches V. Yuetter, 994 F.2d 735, 740 (10™ Cir. 1993).
IV. ARGUMENT

EPA properly did not include the five documents identified by Petitioners in
the administrative record compiled for judicial review of the Research Rule.
Documents A1, A2 and B were not considered by EPA in connection with the
Research Rule. Documents B, C and D are deliberative, and therefore not part of
the record courts use to review agency actions.

A. Documents Not Considered by EPA in Connection with the Research
Rule are Not Properly Part of the Record.

The administrative record consists of those documents considered or relied
upon by the agency in connection with its agency action. See Bar MK Ranches,
994 F.2d at 740. Documents A1, A2 and B do not fall within this category.

Documents A1l and A2 relate to EPA’s instructions to staff about how to

implement the Congressional prohibition on the use of human studies, not EPA’s
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interpretation of the Appropriations Act concerning the scope of the Research
Rule. The Appropriations. Act contained two distinct but related directives to
EPA. First, it prohibited EPA from accepting, considering or relying on any third-
party intentional dosing human toxicity study for pesticides prior to EPA
promulgating a rule on this subject. Appropriations Act, Section 201. Second, it
required EPA to promulgate a rule. /d. Inresponse, EPA developed two parallel,
yet separate tracks for addressing these two particular directives.

Documents Al and A2 relate to the first of these two directives. Documents
Al and A2 provided internal, interim guidance to assist EPA staff in implemehting
the prohibition on the use of human studies while those prohibitions were in place.
EPA’s purpose in drafting this guidance was to assist staff in avoiding potential
violations of the Appropriations Act while a rule was being promulgated; it was
not developed to inform the Agency how to promulgate a rule, and EPA did not
use it as such. Therefore, as reflected by EPA’s certification of the revised record
in this case, these documents were not considered by EPA in connection with the
separate directive of the Appropriations Act to promulgate a rule addressing
human testing.

The interpretation of statutory language from the Appropriations Act in the

internal interim guidance documents does not convert Documents Al and A2 into



documents considered by EPA in connection with the Research Rule. Documents
Al and A2 were prepared in order to ensure that any actions EPA staff took with
regard to human testing would not inadvertently violate the provisions of the
Appropriations Act. Therefore, the definitions used in the internal interim
guidance were intentionally drafted in a broad manner so as to avoid
noncompliance with any potential interpretation of the statutory language. The
fact that these definitions were, in some instances, broader than those proposed in
the proposed Research Rule and then subsequently adopted in the final Research
Rule following EPA policy development and notice and comment proceedings
dées not make them part of the administrative record for the Research Rule.
Contrary to Petitioners’ arguments, they were not “evidence”, “findings” or
“proceedings” before EPA in the Research Rule rulemaking. Cf. Motion at 4.
Document B is unrelated to the Research Rule and was not considered by
EPA in connection with the rulemaking. The document is entitled “DDVP (Draft
7/22/05: 12:00 PM).” The document is one of a number of chemical-specific fact
sheets that EPA developed for chemicals for which it has received human studies.
The document discusses the specific scientific and ethical aspects of submitted
human studies and makes recommendations concerning whether to rely upon those

studies in agency actions specific to that chemical (e.g., establishing tolerance



levels). This document contains chemical-specific facts relevant to a risk
assessment for DDVP. The eventual outcome of EPA’s decision-making process
for DDVP has no bearing on the Research Rule.

Petitioners incorrectly argﬁe that EPA admits that it used Document B in
preparation of the Research Rule. Motion at 4-5. Petitioners cite to EPA’s
statement that the document concerns “EPA’s development of a policy related to
whether, and how, to use human studies in Agency decisionmaking.” Id.
Petitioners incorrectly assume that the “policy” and “decisionmaking” relate to the
Research Rule. However, as should be evident from the document, Document B
concerns develobment of a policy for the use of particular studies in EPA
decisionmaking related to agency action specific toADDVP. It is not a document
that should be in the administrative record for the Research Rule.”

B. Documents Reflecting Deliberative Process Are Not Part of the
Administrative Record.

Judicial review of a decision by an administrative agency should be based
on the reasons given by the agency and the information considered by the agency

in the course of making the decision, not on the agency’s internal decisionmaking

v Evidence extrinsic to the administrative record may be considered by courts
to determine a party’s standing. Petitioners’ contention that Document B is
relevant to their standing argument provides no basis to add the document to the
administrative record. Motion at 5 n. 5.



process. See Motor Vehicle Mfrs. Ass ’'n v. State Farm Mut. Auto. Ins. Co., 463
U.S. 29, 43 (1983); PLMRS Narrowband Corp. v. FCC, 182 F.3d 995, 1001 (D.C.
Cir. 1999). Courts have long respected the iniportance of excluding from judicial
review information that reveals that deliberative process, see United States v.
Morgan, 313 U.S. 409, 422 (1941), and have overwhelmingly recognized thaf
documents which reflect the deliberative process are generally not part of the
record on review.? See, e.g., Suffolk County v. Secretary of Interior, 562 F.2d
1368, 1384 (2d C1r 1977) (“review of deliberétivg memoranda reflecting an
agency’s mental process . . . is usually frowned upon”); PLMRS Narrowband, 182
F.3d at 1001 (videotape of agency meeting not part of record); San Luis Obispo
Mothers for Peace v. Nuclear Regulatory Comm’n, 751 F.2d 1287, 1324-29 (D.C.
Cir. 1984) (predecisional transcripts and related documents not part of record).
Whether ruling on deliberative documents in the context of a privilege or a
disclosure issue, courts have recognized the importance of shielding deliberative

materials from judicial scrutiny. In Checkosky v. SEC, 23 F.3d 452, 489 (D.C. Cir.

¥ Deliberative documents are those that (1) make recommendations or express
opinions on legal or policy matters, and (2) are prepared prior to a final decision in
order to assist the agency decisionmaker in arriving at his or her decision. Town
of Norfolk v. United States Army Corps of Eng’rs, 968 F.2d 1438, 1458 (1st Cir.
1992); see Tigue v. United States Dept. Of Justice, 312 F.3d 70, 76 (2d Cir. 2002).
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1994), the petitioners sought discovery of, inter alia, internal agency documents
including draft opinions and revisions to drafts, as well as minutes and notes of the
agency meetings where drafts were discussed. The court held that the agency’s
deliberations were privileged from discovery and not subject to judicial review.
Id. The court explained that agency decisions were like judicial opinions, in that
both speak for themselves:

“Just as a Judge cannot be subjected to such [questioning about how

he reached his decisions], so the integrity of the administrative

process must be equally respected.” In passing on final agency

action, we therefore have refused to consider . . . documents

recording the deliberative process leading to the agency’s decision.
Id. (emphasis added; internal quotations and citation omitted), citing United States
v. Morgan, 313 U.S. at 422 (similarly drawing a comparison between judicial and -
administrative processes).

~The rationale for excluding deliberative process materials from the record

for judicial review remains valid even where those materials are publicly known or
available (i.e., not claimed as privileged). As the court in San Luis Obispo stated:

Inclusion in the record of documents recounting deliberations of

agency members is especially worrisome because of its potential for

dampening candid and collegial exchange between members of multi-

head agencies. While public disclosure stifles debate to some extent,

Judicial disclosure would suppress candor still further since off-hand

remarks could turn out to have a legal significance they would not
have if barred from the record on rev1ew

11



751 F.2d at 1326 (emphasis in original); see also Ohio Valley Envt’l Coalition v.
Whitman, No. 3:02-0059, 2003 WL 43377, at *6 (S.D. W. Va. Jan. 6, 2003)
(refusing Ato consider as part of the administrative record deliberative documents
obtained by plaintiffs and submitted to the court, including internal agency repérts,
memoranda, and e-mails); Ad Hoc Metals Coalition v. Whitman, 227 F. Supp. 2d.
134, 143 (D.D.C. 2002) (interagency review memoranda placed in public docket
but excluded from administrative record).

When an agency has issued a formal opinion or written statement 6f ité
reasons for acting, deliberative process documents should not be used to impeach
that decision. Kansas State Network, Inc. v. FCC, 720 F.2d 185, 191 (D.C. Cir.
1983) (rejecting addition to the record of a transcript of an open meeting of the
agency). Citing the rule that deliberative documents are privileged and not subject
to discovery, the court applied the same rationale to exclude publicly available
deliberative.documents from the record on review:

Just as disclosure of predécisional documents would “injure the

consultative process within the government,” so too would judicial

review of the agency’s deliberations. In general, an agency’s action

should be reviewed based upon what it accomplishes and the

agency’s stated justifications.

Id. (emphasis added; citations omitted). See also New Mexico v. EPA, 114 F.3d

290, 295 (D.C. Cir. 1997) (declining to supplement the record with publicly

12



disclosed documents describing pre-decisional policy discussions between EPA
* and other agencies).?

As illustrated by these cases, it would be inappropriate to include the
obviously deliberative Documents B, C and D in the record in this petition for
review. Document B cqntains the heading “DRAFT-CONFIDENTIAL-
INTERNAL- DELIBERATIVE.” As mentioned above, this draft document was
prepared to inform and make recommendations to management about the DDVP
risk assessment; it was never intended to reflect the final decision regardiné the
use of human studies for the DDVP risk assessment. Even if Document B had in
some way been considered in connection with the Research Rule, itAis, as its
heading indicates, an internal, deliberative, draft document that is not properly
included in an administrative record. See San Luis Obispo, 751 F.2d at 1326.

Document C is one EPA employee’s internal staff comments on a draft
version of the Research Rule prior to publication of the proposed rule for public

comment. It purports to contain a recommendation from EPA’s Office of

¥ Courts have allowed supplementation of the record to include those portions
of deliberative materials that contain new factual data or information. See
National Courier Ass’n v. Board of Governors of Fed. Reserve Sys., 516 F.2d
1229, 1242 (D.C. Cir. 1975); New Mexico, 114 F.3d at 295 (refusing to include
deliberative materials that added no new data to the debate). However, the five
documents identified by Petitioners do not contain new data considered in
connection with the Research Rule.

13



Enforcement and Compliance Assurance (“OECA”) to the office developing the
Research Rule. However, this document is, at most, a draft recommendation; Ms.
Love, the author, is not the OECA official authorized to send OECA’s
recommendation. Thus, this memorandum reflects only internal staff-level
comments; such deliberative materials are not appropriately included in the
administrative record.

Finally, the handwritten notes of Document D do not belong in the
administrative record. Document D contains the notes of a mid-level manager
who was briefed by staff on the status of the Research Rule. The notes identify
issues related to the Research Rule, reflecting the deliberations within EPA that
were ongoing at thg tifne the briefing was éonducted. The notes contain no data
or evidence that would indicate the notes belong in the administrative record.

Petitioners incorrectly argue that the handwritten notes contain “evidence”
of EPA knowledge of the laundering of a study. Motion at 6. The “evidence”
Petitioners cite is a hypothetical presented to explain to the manager the concept of

laundering a study. Declaration of William Jordan, 35, attached as Exhibit 1.

EPA has no evidence that Monsanto “laundered” a study through the University

¥ Even if Document C represented final OECA comments, it would still
represent internal deliberative recommendations and comments and not be a part
of the administrative record.

14



of Bangalore. Id. §4,5. There would have been no reason to “launder” studies at

the time these notes were taken because there were no restrictions prior to the

Research Rule based upon the intent of the submitter of third-party studies to EPA.

Id. 4. These deliberative documents should not be added to the administrative |

record.

CONCLUSION

For these reasons, the Court should deny Petitioners’ motion to complete the

administrative record.
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DECLARATION OF WILLIAM JORDAN IN SUPPORT OF
EPA’S OPPOSITION TO PETITIONERS’ MOTION TO COMPLETE THE
ADMINISTRATIVE RECORD
I, William Jordan, declare:

1. I hold the position of Senior Policy Advisor for the Office of Pesticide
Programs (“OPP”). I have been employed at the Environmental Protection Agency
(“EPA” or “Agency”) for over 30 years. Before serving as Senior Policy Advisor, I
served in various senior positions in OPP. I am familiar with the rule titled “Protections
for Subjects in Human Research” (“Research Rule™) as I have been working on human
studies issues since 2002. [ served as the Agency’s representative to the National
Academy of Sciences (“NAS”) on the contract that led to the NAS report, “Intentional
Human Dosing Studies for EPA Regulatory Purposes,” and was assigned to develop the
proposed Research Rule before the Appropriations Act was enacted.

2. On September 20, 2005, John Carley, another EPA employee who also
worked on the development of the Research Rule, and I met with Anne Lindsay, the
Deputy Director for OPP, to brief her on the status of and issues related to the proposed
Research Rule in preparation for Ms. Lindsay’s participation in an internal conference of
Agency staff being held with EPA Regions 8 and 10 on September 26-29, 2005. At one
point during that meeting, we informed Ms. Lindsay of arguments that were being made
by commenters about potential weaknesses of the “intent” provision of the proposed
Research Rule.

3. The “intent” provision of the Research Rule basically says that the
Research Rule requirements for third-party human research are applicable to research

involving intentional exposure of human subjects if the person who conducted or




supported the research “intended . . . to submit results of the research to EPA for
consideration in connection with any action that may be performed by EPA under the
Federal Insecticide, Fungicide, and Rodenticide Act (7 U.S.C. 136 et seq.) or section 408
of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 346a)....”

4. EPA had been hearing from various commenters that this provision would
give industry and pesticide manufacturers an incentive to “launder” studies through
foreign universities or other establishments so that they could avoid the requirements of
the Research Rule because EPA would be unable to prove that the researcher or sponsor
had the requisite “intent.” However, at the time of our September 20, 2005 meeting, EPA
had no evidence before it that such “laundering” was, in fact, taking place. EPA had not
received any studies from anyone that had been conducted in this way nor had any
commenters submitted any evidence to the Agency documenting such a plan or practice.
Moreover, it was highly unlikely that the Agency would have had any evidence of such
“laundered” studies at the time Mr. Carley and I briefed Ms. Lindsay, as there had been
no restrictions prior to the Research Rule based upon this “intent” element.

S. The reference in Ms. Lindsay’s notes to this issue (“intent — Monsanto
launders study thru Univ Bangalore™) merely reflects an example of the hypothetical
situations introduced by commenters to illustrate potential “loopholes” in EPA’s
proposed rule. Mr. Carley and I wanted to inform Ms. Lindsay of the concept of
laundering a study, since we expected the issue to arise at the upcoming Agency meeting.
The reference did not reflect any evidence in the Agency’s possession that this practice

was, in fact, occurring.



I declare under penalty of perjury that the foregoing is true and correct to the best
of my knowledge, information, and belief.
Dated: - Washington, District of Columbia
October 11, 2006
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